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Aryl Ether Substituted Imidazoqulnollnes 

Field of the Invention, 

This bvention relates to imida^qumoline compounds that have a 1-substituent 
that contains ether and aryl or alkenyl functionality, and to pharmaceutical compositions 
containing such compounds. A further aspect of this invention relates to the use of these 
compounds as immunomodulators, for inducing cytokine biosynthesis in animals, and in 
the treatment of diseases, including viral and neoplastic diseases. 

Background of the Invention 

The first reliable report on the lW-imidazot^-cJquinoline ring system, Backman 
ct al., JJJrg^Chenj. 15, 1278-1284 (1950) describes the synthesis of l-(6-methoxy-8- 
qumolinyl>2-me%l-l/f-hnida Z o[4,5-c]qumoline for possible use as an antimalarial 
agent Subsequently, syntheses of various substituted U«midazo[4.5-c] qninolines were 
reported. For example, Jain et al, UdeLChsBL 11, pp. 87-92 (1968), synthesized the 
compound l-[2K4-pipericlyl)emyl]-l/f-mndazot4,5-e]qninoline as a possible 
anticonvulsant and cardiovascular agent. Also, Baranov et al., Chem.Abs. 85, 94362 
(1976), have reported several 2-oxoimidazo[4,5-c]qiimolines, and Berenyi et al., J. 
Heterocyclic Chem. Ig, 1537-1540 (1981), have reported certain 2-cxoimidazo[4,5- 
cjquinolines. 

Certain lJy-inudazo[4^-e]quinoun-4-amme8 and 1- and 2-substituted derivatives 
thereof were later found to be useful as antiviral agents, bronchodilators and 
immunomodulators. These are described in, inter alia, U.S. Patent Nos. 4,689,338; 
4,698,348; 4,929,624; 5,037,986; 5,268.376; 5,346,905; and 5,389,640, all' of which are 
incorporated herein by reference. 

There continues to be interest in the imidazoquinoline ring system. Certain 1H- 
imidazo[44-cJ naphmyridine^amines, lH-imidazo [4,5-c] pyridine-amines, and 1H- 
imidazo[4,5^] qumolm-4-amines having an ether containing substituent at the 1 position 
are known. These are described in VS. Patent Nos. 5,268,376; 5.389,640; 5,494,916; and 
WO 99/29693. 
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There is a continuing need for compounds that have the ability to modulate the 
immune response, by induction of cytokine biosynthesis or other mechanisms. 

Summary of the Invention 

5 We have found a new class of compounds that are useful in inducing cytokine 

biosynthesis in animals. Accordingly, this invention provides imidazo[4, 5-c]quinoline-4- 
amine and tetrahydro imidazo [4 , 5-c]quinoline^-amine compounds that have an ether 
containing substituent at the 1 -position. The compounds are described by Formulas (I), 
(II), (m) and (IV), which are defined in more detail infra. These compounds share the 

10 general structural formula: 




wherein X, Rj, R*, and R are as defined herein for each class of compounds having 
Formulas (I), (H), (EH) and (IV). 

1 5 The compounds of Formulas (I), (II), (HI), and (TV) are useful as immune 

response modifiers due to their ability to induce cytokine biosynthesis and otherwise 
modulate the immune response when adnnnistered to animals. This makes the compounds 
useful in the treatment of a variety of conditions such as viral diseases and tumors mat are 
responsive to such changes in the immune response. 

20 The invention further provides pharmaceutical compositions containing the 

immune response recodifying compounds, and methods of inducing cytokine biosynthesis 
in an animal, treating a viral infection in an animal, and/or treating a neoplastic disease in 
an animal by administering a compound of Formula (I), (H), (IE), or (TV) to the ariirnal 
In addition, the invention provides methods of synthesizing the compounds of the 

25 invention and intermediates useful in the synthesis of these compounds. 
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Detailed Description of the Invention 

As mentioned earlier, we have found certain compounds that induce cytokine 
biosynthesis and modify die immune response in animals. Such compounds are 
represented by Formulas (I), (H), (HI), and (IV), as shown below. 

Imidazoquinoline compounds of the invention, which have ether and aryl or 
alkenyl functionality at the 1 -position are represented by Formula (I): 




CO 

10 wherein: X is -CHR 3 -, -CHRa-alkyl-, or -CHR 3 -alkenyl-; 

Ri is selected from the group consisting of. 
-alkenyl; 
-aryl; 
-R4-aryl; 

15 R 2 is selected from the group consisting of. 

-hydrogen; 
-alkyi; 
-alkenyl; 
-aryl; 

20 -heteroaryl; 

-heterocyclyl; 
-alkyl-Y-alkyi; 
-alkyl-Y- alkenyl; 
-aflcyl-Y-aryl; and 

25 - alkyl or alkenyl substituted by one or more substituents selected 

from the group consisting of: 
-OH; 
-halogen; 
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-N(Rj)2; 

-CONfRjfc 

-CO-Cmo alkyl; 

-COO-Cmo alkyl; 

-N 3 ; 

-aiyl; 

-heteroaryl; 
-heterocycryl; 
-CO-aryl; and 
-COheteroaryl; 

R4 is alkyl or alkenyl, both of which may bo interrupted by one or more 
-O- groups; 

each R 3 is independently H or Cmo alkyl; 
each Y is independently -O- or -S(0)o-2-; 
n is 0 to 4; and 

each R present is independently selected from the group consisting of Cmo 
alkyl, Cmo alkoxy, hydroxy, halogen and trifluoromethyl; 
or a phannaceutically acceptable salt thereof. 



The invention also provides imidazoquinoline compounds that contain ether 
functionality at the 1 -position, where the ether containing substituent also contains an 
alkynyl group. These compounds are represented by structural formula (H): 
NH 2 




X-O— (CH2)i-i<r~-C=C— R 10 



<n) 



wherein X is -CHR3-, -CHR^-alkyt-, or -CHR 3 -aIkenyl-; 
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Rio is selected from the group consisting of: 
-H; 

-alkyl; 

-alkenyl; and 
-aryl; 

R2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 
-heteroaryl; 
-heterocyclyl; 
-alkyl-Y-alkyl; 
-alkyl-Y- alkenyl; 
15 -alkyl-Y-aryl;and 

-alkyl or alkenyl substituted by one or more substituents selected 
from the group consisting of: 
-OH; 
-halogen; 

-CO-N(Rj)2; 
-CO-C M o aDcyl; 
-CO-0-C,.,o alkyl; 
-Nj; 
-aryl; 
-heteroaryl; 
-heterocyclyl; 
-CO-aryl; and 
-CO-hoteroaryl; 

30 nis0to4; 

each Y is bdependentry -O- or -S(0)o.2-; 
each R3 is independently H or C M0 alkyl; and 
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each R present is independently selected from the group consisting of Cmo 
alkyl, Ci-io alkoxy, hydroxy, halogen and trifluoromethyl; 
or a phannaceutically acceptable salt thereof. 

The invention also includes tetrahydroirnidazoo^inoline compounds mat bear an 
ether and aiyl or alkenyl containing substituent at the 1 -position. Such 
tetrahydroimidazoqumoline compounds are represented by Formula (3U): 

NH 2 



10 wherein: 




(in) 



X is -CHR 3 -, -CHR 3 -alkyl-, or-€HR 3 -a!kerryls 
Rj is selected from the group consisting of: 
aryl; 

alkenyl; and 
15 R4-aryt 

Ri is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 

20 -aryl; 

-heteroaryl; 

-heterocycryl; 

-alkyl- Y-alkyL; 

-alkyl-Y-aryl; 
25 - alkyl-Y- alkenyl; and 

- alkyl or alkenyl substituted by one or more substituents selected 

from the group consisting of: 
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-OH; 
-halogen; 
-N(R3)2; v 
-CO-NCRak 

5 -CO-C M o alkyl; 

-CO-O-Ci.ioalkyI; 

-N 3 ; 

-aryl; 

-heteroaryl; 

10 -heterocycTyl; 

-CO-aryl; and 
-CO-heteroaryl; 

R4 is alkyl or alkenyl, both of which may be interrupted by one or more 
— O— groups; 

1 5 each R3 is independently H or Cmo alkyl; 

each Y is independently -O- or -S(0)&.2-; 
n is 0 to 4; and 

each R present is independently selected from the group consisting of Cmo 
alkyl, Cmo aflcoxy, hydroxy, halogen and trifluoromethyi; 
20 or a pharmaceutically acceptable salt thereof. 

An additional class of immune response modifying compounds of the invention are 
tetrahydromiida2x>qumoline compounds that have an ether containing substituent at the 1- 
position, where the ether containing substituent also contains an alkynyl group. These 
25 compounds arc represented by structural formula (TV): 
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wherein 

X is -CKR3-, -CHRs-alkyl-, or-CHR r alkenyl-; 
5 Rio is selected from the group consisting of: 

-H; 
-alkyl; 

-aDcenyl; and 
-aryl; 

10 Kj is selected from &e group consisting of: 

-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

15. -heteroaryl; 

-heterocycryi; 
-alkyl-Y-alkyU 
-aJkylrY-aryl; 
-alkyl-Y-alkenyl; and 

2Q - alkyl or alkenyl substituted by one or more substituents selected 

from the group consisting of: 
-OH; 
-halogen; 
-N(R 3 )i; 

25 -CO-N(R 3 )2; 

-CO-Cmo alkyl; 
-COO-Cmo aDcyl; 
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-N 3 ; 
-aryl; 

-hctcroaiyl; 

-heterocycryl; 

-CO-aryl; and 

-CO-beteroaryl; 
each Rj is independently H or C M0 alkyl; 
each Y is independently -O- or - S(0)w-; 
n is 0 to 4; and 

each R present is independently selected from the group consisting of C,., 0 
alkyl, Cmo aflcoxy, hydroxy, halogen and trifluoromethyl; 
or a pharmaceutical^ acceptable salt thereof 

Preparation of the Compo^s, 

Compounds of the invention can be prepared according to Reaction Scheme I 
where R, R 2 , X and n are as defined above and R„ is alkyl substituted by an aryl group 
wherein the aryl group may be unsubstituted or may be substituted or R, , is substituted 
aryl with the proviso that if R„ is substituted aryl at least one substituent is a strong 
electron withdrawing group located ortho or para to the ether bond. 

Reaction Scheme I 

NH, 

+ HaJ-R,, 





XI 

In Reaction Scheme I a 4^arm^l>7-imida2o[4,5-c]qumohn- 1-yl alcohol of 
Formula X is alkylated with a halide of Formula XI to provide a l/7-imidazo[4> 
c]qiuflolin^annne of Formula XH which is a subgenus of Formula I. The alcohol of 
25 Formula X is reacted with sodium hydride in a suitable solvent such as N,N- 

dimemylformamidc to form an aDcoxidc. The halide is then added to the reaction tmxture. 
The reaction can be carried out at ambient temperature or with gentle heating (~5G°C) if 
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desired The product or a pharrnaceutically acceptable salt thereof can be isolated using 
conventional methods. 

Many compounds of Formula X are known, see for example Gerster, U.S. Patent 
No. 4,689,338 and Gerster et at, U.S. Patent No. 5,605,899, the disclosures of which are 
5 incorporated by reference herein; others can readily be prepared using known synthetic 
routes, see for example, Andre et al, U.S. Patent No. 5,578,727; Gerster, U.S. Patent No. 
5, 175,296; Nikolaides et al., U.S. Patent No. 5,395,937; and Gerster et aL, U.S. Patent No. 
5,741,908, the disclosures of which axe incorporated by reference herein. Many halides of 
Formula XI arc commercially available; others can be readily prepared using known 
1 0 synthetic methods. 

Compounds of the invention can be prepared according to Reaction Scheme II 
where R, Rj, Ru,X and n are as defined above. 

In step (1) of Reaction Scheme II a l//-imida2o[4,5^]qumolin-l-yl alcohol of 
Formula XIH is alkylated with a halide of Formula XI to provide a l#-imidazo[4,5- 
1 5 c]quinolin-l-yl ether of Formula XIV. Hie alcohol of Formula XHI is reacted with 

sodium hydride in a suitable solvent such as N^-^hmethylfonnamide or tetrahydrofuran 
to form an alkoxide. The alkoxide is then combined with the halide Alternatively, the 
alcohol and the halide can be combined in a biphasic mixture of aqueous 50% sodium 
hydroxide and an inert solvent such as dichloromcthane in the presence of a phase transfer 
20 catalyst such as berizyltrimemylarnmonium chloride.. The reaction can be carried out at 
ambient temperature. Many compounds of Formula XIII are known, see for example, 
Gerster, U.S. Patent 4,689,338; others can readily be prepared using known synthetic 
routes, see for example, Gerster et aL, U.S. Patent No. 5,605,899 and Gerster, U.S. Patent 
No. 5,175,296. 

25 In step (2) of Reaction Scheme II a l//-inudazo[4,5^]qumolin-l-yl ether of 

Formula XIV is oxidized to provide a l/f-imidazo[4,5-c]o^moline-5N-oxide of Formula 
XV using a conventional oxidizing agent capable of forming N-oxides. Preferably a 
solution of a amroound of Formula XTV in a suitable solvent such as chloroform or 
dichloromethane is oxidized using 3 -chloroperoxy benzoic acid at ambient temperature. 

30 In step (3) of Reaction Scheme II a l//-irnidazo[4,5K:]qumoline-5N-oxide of 

Formula XV is animated to provide a lif-umdazo[4,5^]qumolm-4-arxim of Formula XII 
which is a subgenus of Formula I. Step (3) involves (i) reacting a compound of Formula . 
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XV with an acylating agent and then (ii) reacting the product with an aminatmg agent 
Part (i) of step (3) involves reacting an N-oxide of Formula XV with an acylating agent 
Suitable acylating agents include alkyl- or arylsulfonyl chlorides (e.g., benezenesulfonyl 
chloride, methanesulfonyl chloride, p-toiuenesulfonyl chloride). Arylsulfonyl chlorides 
5 are preferred. Para- toluenesulfonyl chloride is most preferred. Part (ii) of step (3) 

involves reacting the product of part (i) with an excess of an amfnaHng agent Suitable 
animating agents include ammonia (e.g., in the form of ammonium hydroxide) and 
ammonium salts (e.g., ammonium carbonate, ammonium bicarbonate, ammonium 
phosphate). Ammonium hydroxide is preferred. The reaction is preferably carried out by 
1 0 dissolving the N-oxide of Formula XV in an inert solvent such as m'chloromethane, adding 
the animating agent to the solution, and then slowly adding the acylating agent The 
product or a pharmaceutical^ acceptable salt thereof can be isolated using conventional 
methods. 

Alternatively, step (3) may be carried out by (i) reacting an N-oxide of Formula 
15 XV with an isocyanate and then (ii) hydroryzing the resulting product Part (I) involves 
reacting the N-oxide with an isocyanate wherein the isocyanato group is bonded to a 
carbonyl group. Preferred isocyanates include trichloroacetyl isocyanate and aroyl 
isocyanates such as benzoyl isocyanate. The reaction of the isocyanate with the N-oxide is 
carried out under substantially anhydrous conditions by adding the isocyanate to a solution 
20 of the N-oxide in an inert solvent such as chloroform or dichloromethane. Part (ii) 

involves hydrolysis of the product from part (i). The hydrolysis can be carried out by 
conventional methods such as heating in the presence of water or a lower aDcanol 
optionally in the presence of a catalyst such as an alkali metal hydroxide or lower 
alkoxide. The product or a pharmaceutically acceptable salt thereof can be isolated using 
25 conventional methods. 
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(2) 




5 Compounds of Formula I wherein R, R2, X and n are as defined above and Ri is an 

optionally substituted phenyl can be prepared according to Reaction Scheme HI where m 
is 0 to 3 and each K* is independently selected from the group consisting of alkyl, alkoxy, 
alkylthio, haloalkyl, haloalkoxy, haloalkylthio, halogen, nhro, mercapto, cyano, carboxy, 
formyl, aryl, aryloxy, arylthio, arylalkoxy, arylalkylthio, heteroaryl, heteroaryloxy, 

10 hetexoarylthio, heteroarylalkoxy, heteroarylalkylthio, amino, alkylamino, dialkyl amino, 
hetexocyclyl, heterocycloalkyl, aBcylcarbonyl, alkenylcarbonyl, arylcarbonyU 
alkoxycarbonyl, haloalkylcarbonyl, haloaBcoxycarbonyl, alkylthiocarbonyl, 
aryloxycarbonyl, alkanoyloxy, alkanoylthio, aJkarwylamino, aroyloxy and aroylamino. 
In Reaction Scheme HI a 4-amino-lH-iim"da2o[4,5^]qumoto i -yl alcohol of 

1 5 Formula X is condensed with a phenol of Formula XVI to provide a li/-imidazo(4,5- 
c]quinolm-4-arninc of Formula XVII which is a subgenus of Formula I. Preferably, a 
solution of a compound of Formula X and the phenol in a suitable solvent such as N,N- 
a^ethylformamide is treated with diethyl azodicarboxylate and trrphenylphosphine at 
ambient termperature. The product or a pharmaceuticalry acceptable salt thereof can be 

20 isolated using conventional methods. 
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Reaction Scheme III 




Compounds of the invention can also be prepared according to Reaction Scheme 
IV where R, R 2 , Rn, X and n are as defined above. 

In step ( 1) of Reaction Scheme IV the hydroxy group of a l//-imidazo[4,5- 
c]quinoiin-l-yI alcohol of Formula Xffl is protected with a benzyl group. The alcohol of 
Formula XLQ is reacted with sodium hydride in a suitable solvent such as N,N- 
dimemylformamide to form an alkoxide. The alkoxide is then alkylated with benzyl 
bromide to provide a compound of Formula XVIH. The reaction can be carried out at 
ambient temperature. 

In step (2) of Reaction Scheme IV a compound of Formula XVHI is oxidized using 
the method of step (2) of Reaction Scheme II to provide a l^irmdazo[4,5^]qumoline- 
5N-oxide of Formula XDC 

In step (3) of Reaction Scheme IV a I^mndazo[4,5-<:]quinolme-5N-oxide of 
Formula XDC is chlorinated to provide a 4^hlon>-l/f-mndazo(4 > 5-c]q^olinc of Formula 
XX. Preferably a solution of a compound of Formula XDC in a suitable solvent such as 
toluene is treated with phosphorous oxychloride at ambient temperature. 

In step (4) of Reaction Scheme IV a 4^hloro>l//-irniQ^zo[4 > 5^]qumoline of 
Formula XX is reacted with phenol to provide a 4-phenoxy-l/f-irmdazo[4,5^]qumoline of 
Formula XXI. The phenol is reacted with sodium hydride in a suitable solvent such as 
m'glyme to form a phenoxide. The phenoxide is men reacted at an elevated temperature 
with a compound of Formula XX 

In step (5) of Reaction Scheme IV the benzyl protecting group is removed from a 
compound of Formula XXI to provide a 4-phenoxy- l//-irmdazo[4,5^]qiimoiin- 1 -yl 
alcohol of Formula XXEL The reaction is preferably carried out by adding triflic acid in a 
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controlled fashion to a solution of a compound of Formula XXI in a suitable solvent such 
as dichloromethane at ambient temperature. 

In step (6) of Reaction Scheme IV a 4-phenoxy"l//^dazo[4,5-c]quinolin-l-yl 
alcohol of Formula XXII is alkylated with a halide of Hal-Ru to provide a 4-phenoxy-Ltf- 

5 miitoo^.S-cjquinolin-l-yl ether of Formula XXHL The alkoxide of a compound of 
Formula XXH is formed by adding the alcohol to a triphasic mixture of aqueous 50% 
sodium hydroxide and an inert solvent such as dichloromethane in the presence of a phase 
transfer catalyst such as benzyltrmiethlammonium chloride. The alkoxide is then 
alkylated. The reaction can be carried out at ambient temperature. 

10 In step (7) of Reaction Scheme IV a 4-phenoxy-li/-imia^[4,5^]quinolin-l-yl 

ether of Formula XXIII is aminated to provide a l/^miidazo[4,5<]qumolin^amine of 
Formula XII which is a subgenus of Formula I. The reaction can be carried out by 
combining a compound of Formula XXQI with ammonium acetate and heating the 
resulting mixture at ~150°C. The product or a pharmaceutically acceptable salt thereof can 

15 be isolated using conventional methods. 
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Reaction Scheme IV 




Tetrahydrobiidazoquinolines of the invention can be prepared according to 
Reaction Scheme V where R, R 2 , R n , X and n are as defined above. 

In Reaction Scheme V a 4-ainincH5/73 1 9-t£trafy 
yl alcohol of Formula XXIV is alkylated with a halide of Formula XI to provide a 6,7,8,9- 
te trahydro- 1 //-miidazo[4,5-c]quiiK)lin^amiiie of Formula XXV which is a subgenus of 

15 
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Formula HL The alcohol of Formula XXIV is reacted with sodium hydride in a suitable 
solvent such as N^^cthylfonnamide to form an alkoxide. The aDcoxide is then 
combined with the halide. The reaction can be carried out at ambient temperature. The 
product or a pbAnnaceutically acceptable salt thereof can be isolated using conventional 
5 methods. 

Many tetrahydro-l/T-i^^ of Formula XXIV are known, see 

for example, Nflcolaides et al., U.S. Patent No. 5,352,784; others can be prepared using 
known synthetic methods, see for example, Lindstrom, U.S. Patent No. 5,693,81 1; the 
disclosures of which are incorporated by reference herein. 

10 

Reaction Scheme V 




XXIV XI XXV R tl 



Compounds of the invention can also be prepared according to Reaction Scheme 
15 VI where R,Ri,Ri,X and n are as defined above. 

In step (1) of Reaction Scheme VI a 4^hlon>3-mtrc<piinoline of Formula XXVI is 
reacted with an amine of Formula R,-0-X-NH 2 to provide a 3-mtnxnmiolr^ of 
Formula XXVII. The reaction can be carried out by adding the amine to a solution of a 
compound of Formula XXVI in a suitable solvent such as chloroform or dicWoromethane 
20 and optionally heating. Many qumolincs of Formula XXVI are known compounds (see 
for example, U.S. Patent 4,689,338 and references cited therein). 

In step (2) of Reaction Scheme VI a 3-mtrc^umolm^amme of Formula XXVII is 
sauced to provide a qurnolme-3,4-4^ of Formula XXVffl. Preferably, the reduction 
is carried out using a conventional heterogeneous hydiogenation catalyst such as platinum 
25 on carbon or palladium on carbon. Tne reaction can convementry be carried out on a Parr 
apparatus in a suitable solvent such as isopropyl alcohol or preferably toluene. 
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k step (3) of Reaction Scheme VI a qumolme-3,4-diamine of Formula XXVDI is 
reacted with a carboxylic acid or an equivalent thereof to provide a Itf-iiridazo^- 
c]quinolme of Formula XXDC Suitable equivalents to carboxylic acid include orthoesters, 
and 1 ,1 -dialkoxyaBcyl alkanoates. The carboxylic acid or equivalent is selected such that 
5 it will provide the desired Ra substituent in a compound of Formula XXDC For example, 
triethyl orthoformate will provide a compound where R 2 is hydrogen and triethyl 
orthoacetate will provide a compound where R 2 is methyl. The reaction can be run in the 
absence of solvent or in an inert solvent such as toluene. The reaction is run with 
sufficient heating to drive off any alcohol or water formed as a byproduct of the reaction. 

1 0 Optionally a catalyst such as pyridine hydrochloride can be included. 

Alternatively, step (3) can be carried out by (i) reacting the diamine of Formula 
XXVm with an acyl halide of Formula R 2 C(0)C1 and then (ii) cyclizing. In part (i) the 
acyl halide is added to a solution of the diamine in a suitable solvent such as acetonitrile, 
pyridine or (lichloromethane. The reaction can be carried out at ambient temperature. In 

15 part (ii) the product of part (i) is heated in an alcoholic solvent in the presence of a base. 
Preferably the product of part (i) is refluxed in ethanol in the presence of an excess of 
m'e%larnine or heated with methanolic ammonia. Alternatively, if step (i) has been run 
in pyridine, step (ii) can be carried out by heating the reaction mixture after analysis 
indicates that step (i) is complete. 

20 m step (4) of Reaction Scheme VI a l^imiteo[4,5^]qumoline of Formula XXDC 

is oxidized using the method of step (2) of Reaction Scheme H to provide a 17/- 
imidazo[4,5^]qumoline-5N-oxide of Formula XXX 

In step (5) of Reaction Scheme VI a l/f-hmd^[4,5-c]qmnoline-5N-oxide of 
Formula XXX is animated using the method of step (3) of Reaction Scheme n to provide a 

25 L^-miia^of4,5^]quirK)lm^amine of Formula L 
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5 Compounds of the invention can be prepared according to Reaction Scheme VII 

where R, X and n are as defined above and Rt 2 is an aryl group which may be 
unsubstituted or substituted as defined above. 

In step (1) of Reaction Scheme VII a l//-imida2o[4,5-c]quinolin-l-yl alcohol of 
Formula XDI is alkylated with a halide of Formula XXXI to provide a l/f-imida2o[4,5- 

10 c]quinolin-l-yl ether of Formula XXXH- The compound of Formula XHI and the halide 
of Formula XXXI are combined in a triphasic mixture of 50% aqueous sodium hydroxide 
and a suitable solvent such as dichloromethane in the presence of a phase transfer catalyst 
such as benzyltrimemylammoriium chloride. The reaction can be run at ambient 
temperature. 

15 In step (2) of Reaction Scheme VII a lJ/-imidazo[4,5^]qumoline of Formula 

XXXII is oxidized using the method of step (2) of Reaction Scheme II to provide a IH- 
hmdazo[4,5^]qurnoline-5N-oxide of Formula XXX3H. 

In step (3) of Reaction Scheme VII a l//-irriidazo[4,5^]qumoline-5N-oxide of 
Formula XXXH1 is reacted with trichloroacetyl isocyanate to provide a ltf-rmidazo[4,5- 

20 c]quinolin-4-yl trichloroacctamide of Formula XXXIV. Preferably the isocyanate is added 
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in a controlled raahion at ambient temperature to a solution of the 5K-oxide in a suitable 
solvent such as dichlorometbane. 

In step (4) of Reaction Scheme VII a lF-mn^o[4,5^Jqmnolin-4-yJ 
trichloroacetamide of Fonnula XXXIV is hydrolyzed to provide a ltf4nrioazo[4,5- 
c]qumolin-4-amine of Formula XXXV which is a subgenus of Formula II. The hydrolysis 
can be carried out by conventional methods, preferably by treating a solution of a 
compound of Formula XXXIV in methanol with sodium methoxide. 

In step (5) of Reaction Scheme VII l^imidazo[4,5^]a^olm^amme of 
Formula XXXV is coupled with a halidc of fonnula Hal-R 12 using a transition metal 
catalyst to provide a l/f-iima^[4,5^]qin^Im^ainiiK of Formula XXXVI which is a 
subgenus of Formula E. Preferably a compound of Fonnula XXXV is combined with the 
halide in the presence of copper (I) iodide, chIorobis(tripheny^ 
and excess trie%lamine in a suitable solvent such as N.N^imiemylformamide or 
acetomtrile. The reaction is preferably carried out at an elevated temperature (60-80°C). 
The product or a pharmaceutical^ acceptable salt thereof can be isolated using 
conventional methods. 
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Reaction Scheme VII 




Ha!— (CHJ 



1-10 



XXXI 




XXXII 



MO 



II 




XXXV 



(CHJ 



1-10 
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(ch 2 ) 



1-10 
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(CH,) 



MO 




XXXVI 



(CHJ 



1-10 



Compounds of the invention can be prepared according to Reaction Scheme VIE 
where R, Ra, Ru, X and n are as defined above and BOC is /ert-butoxycaibonyl. 
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15 



In step (1) of Reaction Scheme Vffl the amino group of a l#-imidazo[4,5- 
c]qumolro-4-amme of Foimula XXXV is protected with two /ert-butoxycaroonyl groups. 
A compound of Formula XXXV is combined with di-tert-buiyl dicarbonate in a suitable 
solvent such as N^-^ethylformamide in the presence of 4^dimethylamhio)pyridine 
and triethylamine. The reaction is carried out at an elevated temperature (80-85°C). 

In step (2) of Reaction Scheme VIE a protected Lff-HmdazoftS-clqumolin-^ 
amine of Formula XXXVH is coupled with a halide of formula Hal-R 12 using a transition 
metal catalyst to provide a protected l/f-mudazoH.S^quinoKn^-amine of Formula 
XXXVm. Preferably a compound of Formula XXXVII is combined with the halide in the 
presence of copper (I) iodide, dicWo ro bis(triphenylphospliine)palladinm(ll), and excess 
triethykmine in a suitable solvent such as N^-dimethylfonnamide or acetonitrile. The 
reaction can be carried out at ambient temperature or at an elevated temperature (40-80°Q. 

In step (3) of Reaction Scheme Vm the protecting groups are removed by 
hydrolysis under acidic conditions to provide a l/f-imida2o[4,5H:]quinolm^amine of 
Formula XXXVI which is a subgenus of Formula IL Preferably a compound of Formula 
XXXVDI is treated with trifluoroacetic acid in a suitable solvent such as dichloromethane. 
The reaction can be run at ambient temperature or at a reduced temperature (0°C). The 
product or a pharmaceutical^ acceptable salt thereof can be isolated using conventional 
methods. 

In step (4) of Reaction Scheme Vm the alkyne bond of a protected IH- 
imida 2 o[4,5- c ]quii 1 olin-4-ami n e of Formula XXXVm is reduced to provide a protected 
l/Aimidazo[4,5^]qumolin^-amine of Formula XXXDC Preferably, the reduction is 
carried out using a conventional heterogeneous hydrogentation catalyst such as platinum 
oxide, platinum on carbon or palladium on carbon. The reaction can conveniently be 
25 carried out on a Pair apparatus in a suitable solvent such as methanol. 

In step (5) of Reaction Scheme Vm the protecting groups of a compound of 
Formula XXXDC are removed in the same manner as in step (3) to provide a \H- 
inudaro[4^] ( p 1 inolin4-amine of Formula XL which is a subgenus of Formula I. The 
product or a pharmaceutical^ acceptable salt thereof can be isolated using conventional 
30 methods. 
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Compounds of the invention can be prepared according to Reaction Scheme DC 
5 where R, Ri, R|2> X and n are as defined above and CBZ is benzyloxycarbonyL 
In step (1) of Reaction Scheme DC the amino group of a l//-iinidazo[4,5- 
c]qumolm-4-amine of Formula XXXV is protected with benzyloxycarborryl groups. A 
compound of Formula XXXV is combined with dibenzyl dicarbonate in a suitable solvent 
such as N^-dimethylfonrjamide. The reaction can be carried out at ambient temperature 

1 0 or with mfld heating (40°C). 

In step (2) of Reaction Scheme DC a protected lif-miida2o[4^^]qumolm^amme 
of Formula XII is coupled with a halide of formula Hal-R l2 using a transition metal 
catalyst to provide a protected Lff-mndazo[4 t 5^fo^ of Formula XLIL 
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Preferably a compound of Formula XLI i, combined with the halide in the presence of 
copper (I) iodide, dicrJombi^trrpr^nylphospnineJpaDadiumCII), and excess triefhylaxnine 
m ****** 80lvCnt «* 33 N^-dimethylforrnanride or acetonitrile. Tie reaction can be 
earned out at ambient temperature or at an elevated temperature (4O-80°Q. 

In step (3) of Reaction Scheme DC fee protecting groups are removed by hydrolysis 
to provide a l/f-imidazo[4^]aumolm^amme of Formula XXXVI which is a subgenus 
of Formula H. Preferably a compound of Formula XLH is treated with sodium methoxide 
m a statable solvent such as methanol. The reaction can be run at ambient temperature. 
The product or a pharmaceutically acceptable salt thereof can be isolated using 
conventional methods. 

In step (4) of Reaction Scheme K the protecting groups of a compound of 
Formula XLII are removed by hydrogenolysis and the alkyne bond is reduced to provide a 
l/f-umda TO [4,5^]qumolm-4-amine of Formula XL which is a subgenus of Formula L 
Preferably, the hydrogenorysis/reduction is carried out using palladium hydroxide on 
carbon. The reaction can conveniently be carried out on a Parr apparatus in a suitable 
solvent such as methanol. The product or a pharmaceutical^ acceptable salt thereof can be 
isolated using conventional methods. 
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5 Compounds of the invention can be prepared according to Reaction Scheme X 

where R, R u Rj, X and n are as defined above. 

In step (1) of Reaction Scheme X a 2,4niicUoTO-3-rdtioqiiinolhie of Formula XLJH 
is reacted with an amine of Formula R1-O-X-NH2 to provide a 2*chl oro-3-mtroquinolin-4- 
amine of Formula XLTV. The reaction can be carried out by adding the amine to a 

10 solution of a compound of Formula XI .ITT in a suitable solvent such as chloroform or 

dichloromethane and optionally heating. Many quino lines of Formula XLEQ are known or 
can be prepared using known synthetic methods (see for example, Andre et al., U.S. Patent 
No. 4,988,815 and references cited therein). 



24 



WO 02/46189 



PCT/US01/46581 



10 



In step (2) of Reaction Scheme X a 2^oro-3-mtro qUm olin-4-a 1 nine of Formula 
XUV is reduced using the method of step (2) in Reaction Scheme VI to provide a 2- 
cMcroquiMlme^-diainine of Fonnula XLV. 

In step (3) of Reaction Scheme X a 2^Woroqumou« 5 -3,+diamine of Formula 
XLV is cyclized using the method of step (3) in Reaction Scheme VI to provide a 4- 
cWoro-l^-inudazoKS^qumoline of Formula XLVI. 

In step (4) of Reaction Scheme X a ^om-l/f-imidazof^qumoline of 
Formu* XLVI is ammated to provide a l/f-WdazoKS-cJamnolm^amine of Fonnula L 
The react™ is carried out by beating (e.g., 125-1 75°C) a compound of Formula XLVI 
under pressure in a sealed reactor in the presence of a solution of ammonia in an alkanol 
Tie product or a phannaceutically acceptable salt thereof can be isolated using 
conventional methods. 



Reaction Scheme X 

15 




Compounds of the invention can be prepared according to Reaction Scheme XI 
where R, R|, Rj t X and n are as defined above. 
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In Reaction Scheme XI a li/-imida2o[4,5^]qukolin^anune of Formula XLVH is 
alkylated with a halide of Formula XLVm to provide a l//-irmd^zo[4,5^]qirmolin-4- 
arnine of Formula L The compound of Formula XLVII is reacted with sodium hydride in 
a suitable solvent such as N,N-dimemylformamide. The halide is then added to the 

5 reaction mixture. The reaction can be carried out at an elevated temperature (~100°C). 
Alkylation occurs at both the Nl and the N3 nitrogens; however, the desired 1 -isomer can 
be readily separated from the 3-isomer using conventional techniques such as column 
chromatography and recrystallization. 

Many lH-miidazo[4,5^]qumolm^arnines of Formula XLVII are known; others 

1 0 may be prepared using known synthetic methods, see for example, Gerster, U.S. Patent 
No. 5,756,747 and the references cited therein. 

Reaction Scheme XI 




Compounds of the invention can be prepared according to Reaction Scheme XII 
where R, R| Ra, X and n are as defined above. 

In step (1) of Reaction Scheme XH a 4«nitrotetrazolo[l ,5-a]quinolin-5-ol of 
20 Formula XLDC is chlorinated to provide a 5^hloro^mtroterrazolo[l ,5-a]qumoIine of 
Formula L. Conventional cMorinating agents can be used. Preferably the reaction is 
carried out using phosphorus oxychloride in a suitable solvent such as N,N- 
dimemylformamide. 4-Nitrotetrazolo[l^-a]qumolh>5-ob of Formula XLDC are known or 
can be prepared using known synthetic methods (see for example, Gerster, et al., U.S. 
25 Patent No. 5,74 1 ,908 and references cited therein). 

In step (2) of Reaction Scheme XII a 5^Uoro^mtrotetrazolo[l,5«a]qumolme of 
Formula L is reacted with an amine of Formula R1-O-X-NH2 to provide a 4- 
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nitrotetrazoIofl^aJquinolk-S-aa^e of Formula LL The reaction can be carried out by 
adding me amine to a solution of a compound of Formula L in a suitable solvent such as 
dichloromethane in the presence of trietfaylamino. 

h step (3) of Reaction Scheme XH a 4-mtrote1n»2olo[l^aJqumolk-5-aiiime of 
; Formula LI is reduced using the method of step (2) in Reaction Scheme VI to provide a 
tetrazolo[l,5-a]qmnolm^,5-diamine of Formula LH. 

In step (4 ) of Reaction Scheme XH a tetrazolo[U-a]qumolm^.5-diamine of 
Formula LH is cyclized using the method of step (3) in Reaction Scheme VI to provide a 
6/^imidazo[4,5-c]tetTa2oIo[U-<i]qirinoline of Formula LDL 

In step (5) of Reaction Scheme XII a 6^-umdazo[4,5^]tetra2olo[U^]qumolme 
of Formula LEI is reduced to provide a l/f-iimda2o[4,5^]quinolm- 4-amine of Formula L 
Step (5) involves (0 reacting a compound of Formula LED with triphenylphosphine and 
then 00 hydroryzing. Part (i) can bo carried out by combining a compound of Formula 
Lm with triphenylphospbine in a. suitable solvent such as 1,2-dichlorobenzene and 
heating. Part (ii) involves hydrolysis of the product fiom part (i). The hydrolysis can be 
carried out by conventional methods such as beating in the presence of water or a lower 
alkanol optionally in the presence of a catalyst such as an alkali metal hydroxide or lower 
attoxide. The product or a phannaceuticalry acceptable salt thereof can be isolated using 
conventional methods. 
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Reaction Scheme XII 




Compounds of the invention can be prepared according to Reaction Scheme Xm 
where R, R^ R12, X and n are as defined above. 
10 In step (1) of Reaction Scheme Xm a l/f-imidazo[4,5-c]quinolin-l-yl ether of 

Formula XXXH is coupled with a halide of Formula Hal-R, 2 using the method of step (5) 
in Reaction Scheme VII to provide a lif-imidazo [4,5^]quinoIin- 1 -yl ether of Formula 
UV. 

In step (2) of Reaction Scheme XIII a Ltf-miidazo[4,5-<:]quhiolm-l-yl ether of 
1 5 Formula UV is oxidized using the method of step (2) in Reaction Scheme II to provide a 
l/^imida2o[4 t 5^]qumoline-5N-oxide of Formula LV. 

In step (3) of Reaction Scheme Xm a lH-miida2o[4>c]qumoline-5N-oxide of 
Formula LV is animated using the method of step (3) in Reaction Scheme II to provide a 
l#-imitoo[4,5^]quinolm of Formula XXXVI which is a subgenus of Formula 

20 H The product or a pharmaceutical^ acceptable salt thereof can be isolated using 
conventional methods. 
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Reaction Scheme XHI 




XXXVI 



wnere K, Rj, R l2 , X and n are as defined above. 

In step (I) of Reaction Scheme XIV the alkyne bond of a Itf-imida^M 5- 

Scheme Vm to ^ . l^dazo^quinolin-l-y, ether of FonnulaLVL 

Instep^ofReacnonSchemeXrV. W-hm<Ia 2o[ 4 ( 5-e ]qn moHn-l- y l ether of 

W-mMdazoKS-cJquinoliDe-SN^de of Formula LVD. 

^(^ofReaction Scheme XlVa ^-^[^^oline-SN-oxide of 

^umdazo^Jomnonn-^nine of Formula XL which is a subgenus of Formula L 7*e 
P^ct or a pharmaceuticalty acceptable salt thereof can be is 0 .ated using clonal 
methods. 
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Reaction Scheme XTV 




5 

Tetrahydroimidazoquinolines of the invention can bo prepared according to 
Reaction Scheme XV where R, R2> Ri2> X and n are as defined above. 

In step (1) of Reaction Scheme XV a 4-amino-6 1 7,8,9-terrahy<fcr>-l//-imidazo[4,5~ 
c]qmnolin-l-yl alcohol of Formula XXIV is alkylated using the method described in 
10 Reaction Scheme V with a halide of Formula HaHCHOi-io-CH^H to provide a 6,7,8,9- 
tetrahydrc- li/-rmidazo[4,5H:]qiimohn^ainine of Formula LVHI which is a subgenus of 
Formula IV. 

In step (2) of Reaction Scheme XV a 6,7,8^-tetrahydn>-liJ-imidazo[4^- 
c]qumolm^amine of Formula LVTH is coupled using the method of step (5) of Reaction 
15 Scheme VII with a halide of Formula Hal-R u to provide a 6,7,8,9-tefcrahydro-lff- 

iinidazo[4^-c]qumolm^amine of Formula LIX which is a subgenus of Formula IV. The 
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P-duct or a phannaceutically acceptable salt thereof can be isolated u^o 

methods. isolated usmg conventional 



Reaction Scheme XV 



NH 2 




(2) 



NH 2 



UX 




Compounds of the invention can be mpn ato j 
where R. R * v , mvenQon c ^ be prepared according to Reaction Scheme XVI 
wnere K, Ri, R2, X and n are as defined above. 

- know, or can be prepay uaing know. ^ methods (sce fc ™* " 
^ "* ^ ^ ReaCtf ° a ^ W ™ 8 ^***W*Ml 7Af- • 

* sumUc seta sue, as N^t^^^ ^ ^ 
S^ne IV to p^de a ^P^xy-3-^7,8^^^^ rf ^ 
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In step (4) of Reaction Scheme XVI a 2-phenoxy-3-mtn>6 > 7,8 > 9- 
tetrahydroqumolin-4->artiine of Formula LXm is reduced using the method of step (2) of 
Reaction Scheme VI to provide a 2-phenoxy^,7,8^-tetrahydr^uinolm-3,4^amiDe of 
Formula LXIV. 

5 In step (5) of Reaction Scheme XVI a 2-phenoxy^,7,8 > 9-teti^ydroquinolin-3,4- 

diamine of Formula LXTV is cyclized using the method of step (3) of Reaction Scheme VI 
to provide a 4-phenoxy-6 J > 8,9-tetn^ydro-l/f-inndaio[4 > 5-c]qumolme of Formula LXV. 

In step (6) of Reaction Scheme XVI a 4-phraoxy-6,7,8,9-tetrahydro- IH- 
iimda^[4,5^]qumoline of Formula LXV is arninated using the method of step (7) of 

1 0 Reaction Scheme IV to provide a 6/7,8,9-tetrahydrtM/7-miidaz^ 
of Formula IE. 
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The mvcntion also provides novel compounds useful as intennediates in the 
syntheses of the compounds of Fonnulas (I), (H), (ID), and (IV). Tnese intennediate 
compounds have the structural Formulas (V) - (IX), described in more detail below 
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One class of intermediate compounds has formula (V): 




[I 

(V) 

wherein X is -CHR 3 -, -CHRraflcyl-, or -CHR 3 -aIkenyl-; 
5 Ri is selected from the group consisting of: 

-aryl; 

-aBcenyl; 

-R4-aryl; and 

-{CH 2 )t.i(r-CsC-Rio ; 
10 Ri is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

15 -heteroaryl; 

-heterocyclyl; 
-alkyl-Y-alkyl; 
-aBcyl-Y- aDcenyl; 
-alkyl-Y-aryl; and 

20 - alkyl or alkenyl substituted by one ox more substituents selected 

from the group consisting of: 
-OH; 
-halogen; 
-N(R 3 )U 

25 -CO-N(R 3 )2; 

-CO-Cmo alkyl; 
-CO-0-C U o alkyl; 
-N 3 ; 
-aryl; 
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-heteroaryl; 
-heterocycryl; 
-CO-aiyl; and 
-CO-heteroaryl; 

*4 is alkyl or a&enyi, which may be interrupted by one or more 
-O- groups; 

each R3 is independently H or C M0 alkyl; 

R,o is selected from the group consisting of H, alkyl alkenyl and aryl; 
each Y is independently -O- or-S(0)o.2-; 
n is 0 to 4; and 

eachRpresent is independently selected from the group consisting of C, )0 
alkyl, C,.„ alkoxy, hydroxy, halogen and triiluoromethyl; 
or a phannaceuticalry acceptable salt thereof. 

formula^ ^ " "* ^"^^^y compounds of 




wherein 



(VI) 

X is -CHR 3 -, -€HR 3 -alkyI- t or -CER,^Sk eny u ; 
Ri is selected from the group consisting of: 

-aryl; 

-alkenyl; 

-Rc-aryl; and 

-(CHa) M<r OC«R I0 ; 
Ri is selected from the group consisting of: 
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-hydrogen; 
-alkyi; 
-alkenyl; 
-aiyl; 

-heteroaryl; 
-heterocycryl; 
-alkyl-Y-alkyl; 
alkyl-Y- alkenyl; 
alkyl-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected 
from the group consisting of. 

-OH; 

-halogen; 

-N(R 3 fc 

-CO-Nfl^; 

-CO-Cmo alkyl; 

-CO-0-C M o alkyl; 

-N 3 ; 

-aryl; 

-heteroaryl; 
-heterocycryl; 
-CO-aryl; and 
-COheteroaryl; 

R4 is alkyl or alkenyl, both of which may be interrupted by one or more 
-O— groups; 

each Rj is independently H or C].to alkyl; 

R I0 is selected from the group consisting of H, alkyl, alkenyl and aryl; 
each Y is independently -O- or -S(0)<«S 
n is 0 to 4; and 

each R present is independently selected from the group consisting of Cmo 
alkyl, Cmo alkoxy, hydroxy, halogen and trifluoromethyl; 
or a pharmaceutically acceptable salt thereof. 
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Another class of intennediate compounds are the Wdazoquinoline-N-^de 
compoimds of fonnula (VII): 




(VH) 



wherein 



X is -CHR 3 -. ^HRa-alkyl- or-CHR 3 .aIkcnyI s 
Ri is selected from the group consisting of. 
-aryl; 
-alkenyl; 
-R4-aryl; and 
-<CH 2 ),. 1(r -K>C.R |o; 

R^isalkyloralkenyl, both of which maybemtenuptedbyoneormoxa 
-0- groups; 

each R3 is independently H or C M0 alkyl; 

R,o is selected from the group consisting of H, alkyl, alkenyl and aryl; 
nis0to4;and 

each R present is independently selected from the group consisting of C„ 0 
aftyt C M0 aflcoxy, hydroxy, halogen and trifhioromethyl; 
or a phaxmaceuticalry acceptable salt thereof. 
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20 



An additional class of intermediate compounds has the formula (VIII): 



X is -CHR 3 -, -CHR 3 -aIkyl-, ox-CHR 3 -aIkenyl-; 
Ri is selected from the group consisting of: 

-aryl; 

-alkenyl; 

-R#-aryl; and 

-{CH 2 )i-]o-OC-Rio; 
R 2 is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkyl-Y-alkyl; 
-alkyl-Y- alkenyl; 
-alkyl-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected 
from the group consisting of: 




N— (COOR 7 )2 



5 



cm 
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-CO-C M0 alkyl; 
-CO-O-C M0 alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-CO-aryl; and 
-CO-heteroaryl; 

R* is alkyl or alkenyl, which may be interrupted by one or more 
-O- groups; 

each R3 is independently H or C M0 alkyl; 

Rio is selected from the group consisting of H, alkyl, alkenyl and aryl; 
each Y is independently -O- or -S(0)o^; 
15 nis0to4; 

each R present is independently selected from the group consisting of C M0 

alkyl, Cmo aflcoxy, hydroxy, halogen and trifluoromethyi; and 

R7 is tert-butyl or benzyl; 

or a pharmaceutical^ acceptable salt thereof. 



10 



20 



A further class of intermediates are miidazoquinoline-4-chloro compounds of the 
formula (IX) 




25 



(IX) 

wherein: X is -CHR3-, -CHRj-alkyl-, or -€™ 3 -alkenyl-; 
Ri is selected from the group consisting of: 
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aryl; 
alkenyl; 
Rc-aryl; and 
^CH^i-io-C^H 
5 is selected from the group consisting of: 

-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

10 -heteroaryl; 

-heterocyclyl; 
-alkyl-Y-alkyl; 
-aDcyl-Y- alkenyl; 
-aDcyl-Y-aryl; and 

15 - alkyl or alkenyl substituted by one or more substituents selected 

from the group consisting of: 
-OH; 
-halogen; 
-NCRak; 

20 -CO-N(R 3 )2; 

-CO-Cmo alkyl; 
-CO-O-Ci-io alkyl; 
-N 3 ; 
-aryl; 

25 -heteroaryl; 

-heterocycryl; 
-CO-aryl; and 
-CO-heteroaryl; 

R4 is alkyl or alkenyl, which may be interrupted by one or more 
30 -O- groups; 

each H3 is independently H or Cmo aDcyl; 
each Y is independently -O- or -S(0>«-; 
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n is 0 to 4; and 

each R present is independently selected from the group consisting of C M0 
alkyl, Cmo aflcoxy, hydroxy, halogen and trifluoromethyl; 
or a phannaceutically acceptable salt thereo£ 

As used herein, the terms "alkyT, "aflcenyT and the prefix «a!k-» arc inclusive of 
both straight chain and branched chain groups and of cyclic groups, i.e. cycloalkyl and 
cycloalkenyl. Unless otherwise specified, these groups contain from 1 to 20 carbon atoms, 
with alkenyl groups containing from 2 to 20 carbon atoms. Preferred groups have a total 
of up to 10 carbon atoms. Cyclic groups can be monocyclic or polycyclic and preferably 
have from 3 to 10 ring carbon atoms. Exemplary cyclic groups include cyclopropyl, 
cyclopropylmemyl, cyclopentyl, cyclohexyl, cyclopropylmethyl, and adamantyl. 

In addition, the alkyl and alkenyl portions of -X- groups can be unsubstituted or 
substituted by one or more subsntuents, which substituents are selected from the group 
consisting of alky V alkenyl, aryl, heteroaryl, heterocyclyl, arylalkyl, heteroarylalkyl, and 
heterocyclylalkyL 

The term "haioalkyl" is inclusive of groups that are substituted by one or more 
halogen atoms, including perfluorinated groups. This is also true of groups that include 
the prefix "halo-". Examples of suitable haloalkyl groups are chloromethyt, 
trifluoromethyl, and the like. 

The term "aryl" as used herein includes carbocyclic aromatic rings or ring systems. 
Examples of aryl groups include phenyl, naphthyl, biphenyl, fluorenyl and indenyl. The 
term heteroaryl" includes aromatic rings or ring systems that contain at least one ring 
hetero atom (e.g., O, S, N). Suitable heteroaryl groups include fury!, thienyl, pyridyi, 
a^molinyl, isoquinolinyt, indolyl, isomdolyl, triazolyl, pyrrolyl, tetrazolyl, imidazolyl, 
pyrazolyl, oxazolyl, thiazolyi, beMoforanyl, benzotbiophenyl, carbazolyl, benzoxazotyl, 
pyrimidinyl, benzimidazolyl, quinoxahnyl, benzothiazolyl, naphthyridinyl, isoxazoryl, 
isothiazoryl, purinyl, qumazolinyl, and so on. 

•TicterocyclyP includes non-aromatic rings or ring systems that contain at least 
one ring hetero atom (e.g., O, S, N) and includes all of the fully saturated and partially 
unsaturated derivatives of any of the above mentioned heteroaryl groups. Exemplary 
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heterocyclic groups include pynolidinyl, tetrahydrofuranyl, morpholinyl, thiomorpholinyl, 
piperidinyl, piperazinyl, thiazohdinyl, inuckzolidinyl, isothiazolidinyl, and the like. 

The aryl, heteroaryl, and heterocyclyl groups can be unsubstituted or substituted by 
one or more substituents independently selected from the group consisting of alky 1, 

5 alkoxy, alkylthio, haloalkyl, haloaDcoxy, haloalkylthio, halogen, nitro, hydroxy, mercapto, 
cyano, carboxy, formyi aryl, aryloxy, aryithio, arylalkoxy, arylalkylmJo, heteroaryl, 
heteroaryloxy, heteroarylthio, heteroarylaJkoxy, heteroarylalkylthio, amino, aJkylamino, 
dialkylamino, heterocyclyl, heterocycloalkyl, alkylcarbonyl, alkenylcarbonyl, 
alkoxycarbonyl, haloaDcylcarbonyl, haloaDcoxycarbonyl, alkylthiocarbonyl, arylcarbonyl, 

10 heteroarylcarbonyl, aryloxycarbonyl, heteroaryloxycarbonyl, arylthiocarbonyl, 

heteroarylthiocarbonyl, alkanoyloxy, alkanoylthio, alkanoylamino, aroyloxy, aroylihio, 
aroylamino, alkylarnmosulfonyl, alkylsulfonyl, arylsulfonyl, heteroarylsulfonyl, 
alkylcarbraylarnino, alkenylcarbonylamrno, arylcaibonylarnino, axylalkylcaibonylamino, 
heteroaxylcarbonylamino, heteroarylalkylcarbonylamino, alkylsulfonykmino, 

1 5 alkenylsulfbnylamino, aiylsulfonylamino, arylaDcylsulfonylamino, 

heteroarylsulfonylamino, heteroarylaDcylsulfonylarnino, aJkylannnocaitKjrrylamino, 
alkerrylaminocaibonylamino, arylammocaibonylamino, aryUIkyiammocaibonylamino, 
heteroarylaininocarbonylarnmo, heteroarylalkylanmiocarboriylamino, and, in the case of 
heterocyclyl, oxo. If any other groups are identified as being "substituted" or "optionally 

20 substituted" then those groups can also be substituted by one or more of the above 
enumerated substituents. 

Certain substituents are generally preferred. For example, Ri-aryl is a preferred R| 
group and preferred Rio groups are alkyl and aryl, with phenyl or substituted phenyl being 
a preferred aryl group. Preferably no R substituents are present (i.e., n is 0). Preferred Ra 

25 groups include hydrogen, alkyl groups having 1 to 4 carbon atoms (i.e., methyl, ethyl, 

propyl, isopropyl, n-butyl, sec-butyl, isobutyl, and cyclopropylmethyl), methoxyethyl, and 
ethoxymethyl. For substituted groups such as substituted alkyl or substituted aryl groups, 
preferred substituents include halogen, nitrfle, nitro, carboxy, methoxy, methylthio, 
trifluoromethyl, and trifhiorornethoxy. One or more of these preferred substituents, if 

30 present, can be present in the compounds of the invention in any combination. 
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The invention is inclusive of the compounds described herein in any of their 
pharmaceutical acceptable forms, including isomers (e.g., diastereomcrs and 
enantiomers), salts, solvates, polymorphs, and the like. In particular, if a compound is 
optically active, the invention specifically includes each of the compound's enantiomers as 
5 well as racemic mixtures of the enantiomers, 

Pharmaceutica] Compositions and Biological Activity 

Pharmaceutical compositions of the invention contain a therapeutically effective 
amount of a compound of the invention as described above in combination with a 
10 pharmaceutically acceptable carrier. 

The term "a therapeutically effective amount** means an amount of the compound 
sufficient to induce a therapeutic effect, such as cytokine induction, antitumor activity, 
and/or antiviral activity. Although the exact amount of active compound used in a 
pharmaceutical composition of the invention will vary according to factors known to those 
15 of skill in the art, such as the physical and chemical nature of the compound, the nature of 
the carrier, and the intended dosing regimen, it is anticipated that the compositions of the 
invention will contain sufficient active ingredient to provide a dose of about lOOng/kg to 
about 50mg/kg, preferably about lOug/kg to about 5mg/kg, of the compound to the 
subject Any of the conventional dosage forms may be used, such as tablets, lozenges, 
20 parenteral formulations, syrups, creams, ointments, aerosol formulations, transdermal 
patches, transmucosal patches and the like. 

The compounds of the invention can bo administered as the single therapeutic 
agent in the treatment regimen, or the compounds of the invention may be administered in 
combination with one another or with other active agents, including additional immune 
25 response modifiers, antivirals, antibiotics, etc. 

The compounds of the invention have been shown to induce the production of 
certain cytokines in experiments performed according to the tests set forth below. These 
results indicate that the compounds are useful as immune response modifiers that can 
modulate the immune response in a number of different ways, rendering them useful in the 
30 treatment of a variety of disorders. 

Cytokines whose production may be induced by the administration of compounds 
according to the invention generally include interferon-a (IFN-a) and/or tumor necrosis 
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factor-a (TNF-a) as well as certain infcerleukins (IL). Cytokines whose biosynthesis may 
be induced by compounds of the invention include IFN-o, TNF-a, IL-1, EL-6, EL- 10 and 
IL-12, and a variety of other cytokines. Among other effects, these and other cytokines 
can inhibit virus production and tumor cell growth, making the compounds useful in the 

5 treatment of viral diseases and tumors. Accordingly, the invention provides a method of 
inducing cytokine biosynthesis in an animal comprising administering an effective amount 
of a compound or composition of the invention to the animal. 

Certain compounds of the invention have been found to preferentially induce the 
expression of IFN-ct in a population of hematopoietic cells such as PBMCs (peripheral 

10 blood mononuclear cells) containing pDC2 cells (precursor dendritic cell-type 2) without 
concomitant production of significant levels of inflammatory cytokines. 

In addition to the ability to induce the production of cytokines, the compounds of 
the invention affect other aspects of die innate immune response. For example, natural 
kfller cell activity may be stimulated, an effect that may be due to cytokine induction. The 

1 5 compounds may also activate macrophages, which in turn stimulate secretion of nitric 
oxide and the production of additional cytokines. Further, the compounds may cause 
proliferation and differentiation of B-lymphocytes. 

Compounds of the invention also have an effect on the acquired immune response. 
For example, although there is not believed to be any direct effect on T cells or direct 

20 induction of T ceU cytokines, the production of the T helper type 1 (Thl) cytokine EFN-7 
is induced indirectly and the production of the T helper type 2 (Th2) cytokines IL-4, EL- 5 
and DL-1 3 are inhibited upon adrmnistration of the compounds. This activity means that 
the compounds are useful in the treatment of diseases where upregulation of the Thl 
response and/or downregulation of the Th2 response is desired. In view of the ability of 

25 compounds of the invention to inhibit the Th2 immune response, the compounds are 

expected to be useful in the treatment of atopic diseases, e.g., atopic dermatitis, asthma, 
allergy, allergic rhinitis; systemic lupus erythematosis; as a vaccine adjuvant for cell 
mediated immunity; and possibly as a treatment for recurrent fungal diseases and 
chlamydia. 

30 The rmmtrnfl response modifying effects of the compounds make them useful in 

the treatment of a wide variety of conditions. Because of their ability to induce the 
production of cytokines such as IFN-a and/or TNF-a, the compounds are particularly 
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useful in the treatment of viral diseases and tumors. This hnmunomodulating activity 
suggests that compounds of the invention are useful in treating diseases such as, but not 
limited to. viral diseases including genital warts; common warts; plantar warts; Hepatitis 
B; Hepatitis C; Herpes Simplex Virus Type I and Type U; molhiscum contagiosuni; 
variola, particularly variola major, rhmovirus; adenovirus; influenza; para-influenza; HIV; 
CMV; VZV; intraepithelial neoplasias such as cervical intraepithelial neoplasia; human 
papfflomavirus (HPV) and associated neoplasias; fungal diseases, e.g. Candida, aspergillus, 
and cryptococcal meningitis; neoplastic diseases, e.g., basal cell carcinoma, hairy cell 
leukemia, Kaposi's sarcoma, renal cell carcinoma, squamous cell carcinoma, myelogenous 
leukemia, multiple myeloma, melanoma, non-Hodgkin's lymphoma, cutaneous T-cell 
lymphoma, and other cancers; parasitic diseases, e.g. Pneumocystis camii, 
ciyptosporidiosis, histoplasmosis, toxoplasmosis, nypanosomc infection, and 
leishmaniasis; and bacterial infections, e.g., tuberculosis, and mycobacterium avium. 
Additional diseases or conditions that can be treated using the compounds of the invention 
include actinic keratosis; eczema; eosinophilia; essential thrombocythaemia; leprosy; 
multiple sclerosis; Ommen's syndrome; discoid lupus; Bowen's disease; Bowenoid 
papulosis; alopecia areata; the inhibition of keloid fonnation after surgery and other types 
of post-surgical scars. In addition, these compounds could enhance or stimulate the 
healing of wounds, including chronic wounds. The compounds may be useful for treating 
the opportunistic infections and tumors that occur after suppression of cell mediated 
immunity in, for example, transplant patients, cancer patients and HTV patients. 

An amount of a compound effective to induce cytokine biosynthesis is an amount 
sufficient to cause one or more cell types, such as monocytes, macrophages, dendritic cells 
and B-cefls to produce an amount of one or more cytokines such as, for example, IFN-a, 
TNF-a, IL-1, IL-6, D>10 and IL-12 that is increased over the background level of such 
cytokines. The precise amount will vary according to factors known in the art but is 
expected to be a dose of about 100 ng/kg to about 50 mg/kg, preferably about 10 ug/kg to 
about 5 mg/kg. 

The invention also provides a method of treating a viral infection in an animal and 
a method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound or composition of the invention to the animal. An 
amount effective to treat or inhibit a viral infection is an amount that will cause a 
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reduction in one or more of the manifestations of viral infection, such as viral lesions, viral 
load, rate of virus production, and mortality as compared to untreated control animals. 
The precise amount will vary according to factors known in the art hut is expected to he a 
dose of about 100 ng/kg to about 50 rag/kg, preferably about 10 ug/kg to about 5 mg/kg. 

5 An amount of a compound effective to treat a neoplastic condition is an amount that will 
cause a reduction in tumor size or in the number of tumor foci. Again, the precise amount 
will vary according to factors known in the art but is expected to be a dose of about 100 
ng/kg to about 50 mg/kg, preferably about 10 ug/kg to about 5 mg/kg. 

The invention is further described by the following examples, which are provided 

10 for illustration only and are not intended to be limiting in any way. 



EXAMPLES 

In the oxamples below some of the compounds were purified using semi- 
pTeparative HPLC. Two different methods were used and they are described below. Both 
15 methods used a A- 100 Gilson-6 equipped with 900 Series Intelligent Interface. The semi- 
prep HPLC fractions were analyzed by LC-APCI/MS and the appropriate tractions were 
combined and lyophilized to provide the trifluoroacctate salt of the desired compound. 
Method A 

Column: column Microsorb CI 8, 21.4 x 250 mm, 8 micron particle size, 60A pore; 
20 flow rate: 10 mT/mm ; gradient elution from 2-95% B in 25 mhx, hold at 95% B for 5 
miiL, where A=0.1 % trifluoroacetic acid/water and B~0.1% trifluoroacetic 
acid/acetonitrile; peak detection at 254 ran for triggering fraction collection. 
Method B 

Column: Phenomenex CapceU PakC18, 35 x 20 mm, 5 micron particle size; flow 
25 rate: 20 inlJmim; gradient elution from 5-95% Bin 10 min., hold at 95% B for 2 min., 
where A=0.1 % trifluoroacetic acid/water and B=0.1% trifluoroacetic acid/acetonitrile; 
peak detection at 254 nm for triggering fraction collection. 
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Example 1 

l-[2^2-Propynyloxy)^ 

s 




Part A 

2-(i;/-Iimdazo[4,5^]^ (28 J g, 0.133 mol) was added in 

portions over a period of 1 hour to a mixture of sodium hydroxide (240 mL of 50%), 
dichloromethane (240 mL), propargyl bromide (39.6 g of 80%, 0.266 mol) and 
beiizyltrmiemylaminonium chloride (2.46 g, 0.013 mmol). The resulting reaction mixture 
was allowed to stir at ambient temperature for 16 hours. The layers were separated. The 
aqueous traction was extracted with additional dichloromethane. The organic tractions 
were combined, washed with water, dried over magnesium sulfate and then concentrated 
under reduced pressure. The resulting residue was combined with diethyl ether and the 
mixture was allowed to stir. An orange solid was isolated by filtration. This material was 
recrystallized trom ethyl acetate to provide 19.8 g of 2^1/f-muo^[4,5-c]q>iolii^l- 
1 5 yl)ethyl (2-propynyl) ether as a yellow crystalline solid, m.p. 124- 1 26°C. 

Analysis. Calculated for CijH^O: %C, 71.70; %H, 5.21; %N, 16.72. Found: %C, 
71.85; %H, 5.25; %N, 16.90 

*H NMR (300 MHz, DMSO) 8 9.21 (s, 1 H), 8.44 (m, 1 H), 8.36 (a, 1H), 8.18 (m, 1 H), 
7.71 (m, 2 H), 4.93 ft J - 5.1 Hz, 2 H), 4.14 (d, J - 2.4 Hz, 2 H), 3.98 ft J = 5.1 Hz, 2 H), 
20 3.35ftJ = 2.2Hz,lH) 

HRMS(ESI) Calculated for Ci 3 H 14 N 3 0 (MH*) 252.1 137, found 252.1 141 
PartB 

2^1/Minidazo[4,5-c]qum^^ (2-propynyl) ether (19.7 g, 78.4 mmol) 

and chloroform were combined and then cooled to OX. 3-CMoTopeToxybenzoic acid (15.7 
25 g of 57-86%) was added and the mixture was allowed to stir for 0.5 hour. The mixture 
was allowed to warm to ambient temperature by which time all material was in solution. 
Analysis by thin layer chromatography (TLC) indicated that some starting material was 
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still present so more 3-chloropcroxybenzoic acid (two separate 4 g portions) was added 
About 0.5 hour after the second portion was added, TLC showed no starting material. The 
reaction solution was extracted with 10% sodium hydroxide. The aqueous traction was 
then extracted multiple rimes with dichlororaethane. The organic tractions were 
5 combined, dried over magnesium sulfate, filtered and then concentrated under reduced 

pressure to provide 18.5 g of l-[2-(2-r^pynyloxy)ethyi]>l//-miidazo[4,5-c]qiimolme-5N- 
oxide as a yellow oil. 

HRMS(ESI) Calculated for CijHi^Oz (MH 4 ) 268.1086, found 268.1098 
Parte 

10 Under a nitrogen atmosphere trichloroacetyl isocyanate (15.5 g, 82.2 mmol) was 

added drop wise to a mixture of 1 ~[2^2-rjrt>pYDyloxy)emY]]-li/-ir^ 
5N-oxide (18.3 g, 68.5 mmol) and dichloromethane (300 mL). Vigorous carbon dioxide 
evolution was observed. After about 0.5 hour all of the material was in solution. The 
reaction solution was allowed to stir for about 1 hour at which time analysis by IXC 

1 5 indicated the presence of a small amount of starting material. More trichloroacetyl 

isocyanate (4.5 g) was added. After 1 hour, TLC analysis indicated that the reaction was 
complete. The volatiles were removed under reduced pressure to provide N- { 1 -[2-(2- 
propynyloxy)eftyl]-ltf-iimd^2o[^ as a pale 

yellow solid. 

20 PartD 

Dichloromethane (150 mL) was added to a mixture of the solid from Part C and 
methanol (200 mL) and all of the material went into solution. Sodium merhoxide (50 g of 
25% in methanol) was added and the solution was allowed to stir at ambient temperature 
overnight The resulting precipitate was isolated by filtration. The filtrate was 
25 concentrated to a volume of approximately 1 00 mL and a second crop of precipitate was 
isolated by filtration. The two crops were combined and dried in a vacuum oven at 60°C 
for 16 hours to provide 16.4 g of l-[2^2-propynyIoxy)emyi]-l/£ 
4-amine as an off-white solid, m.p. 225-22TC. 

Analysis. Calculated for CuHnN 4 0 (HaO)^: %C, 66.53; %H, 5.40; %N, 20.69. Found: 
30 %C, 66.33; %H, 5.18; %N, 21.12 

! H NMR (300 MHz, DMSO) 5 8.13 (s» 1 H), 8.08 (br d, J = 7.8 Hz, 1 H), 7.62 (br d, J = 
8.3 Hz, 1 H), 7.44 (br t, J - 7.6 Hz, 1 H), 7.24 (br t, J =» 7.5 Hz, 1 H), 6.54 (s, 2 H), 4.8 1 (t, 
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J-5.4H2,2H),4J4(d,J = 2.4Hz,2H),3.93(t,J = 5.1H 2> 2H),3.38aJ = 2.4Hz,l 
H) 

HRMS(ES1) Calculated for C,5H, 5 N 4 0 (MH*) 267.1246, found 267.1253 
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Example 2 

2-{3-[2^4-Ain^ 

NH 2 




Part A 

Under a nitrogen atmosphere 1 ^2^2>propynyIoxy)ethyl]- l^uniaazo[4,5- 
c]qUmoIm-4-ainine (16 g, 60.1 mmol), di-/ert-butyl dicarbonate (32.7 g, 150 mmol), 
trietrrylarnine (21 mL, 150 mol), N^^ethylfoniiarnide (150 mL) and 4- 
(dime%lammo)pyridine (0.1 g) were combined and heated to 8Q-85°C. After about I 
hour the mixture became homogeneous and TLC analysis indicated that very little starting 
material remained. The solution was heated for an additional hour. The solution was 
diluted with ethyl acetate and water. The layers were separated and the aqueous fraction 
was extracted with ethyl acetate. The organic fractions were combined, washed with 
water and then with brine, dried over magnesium sulfate, filtered and then concentrated 
under reduced pressure to provide a pale orange-yellow solid. This material was triturated 
with diethyl ether to provide 22.6 g of N,N-<bia /ert-butoxycarbonylH^ 
propynyloxy)ethyl]-l^ as an off-white solid, m.p. 139- 

142*C. 

Analysis. Calculated for C25H30N4O5: %C, 64.36; %H, 6.48; %N, 12.01. Found: %C, 
64.40; %H, 6.43; %N, 12.06 
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! H NMR (300 MHz, DMSO) 5 8.44 (m, 1 H), 8.35 (s, 1 H), 8.08 (m, 1 H), 7.73 (ro, 2 H), 
4.94 (t, J = 4.9 Hz, 2 H), 4.12 (d, J = 2.4 Hz, 2 H), 3.98 (t, J = 5.1 Hz, 2 H), 3.31 (t, J = 2.4 
Hz, 1H), 1.34(3, 18 H) 

HRMS(ESI) calcd for C23H31N4O5 (MH*) 467.2294, found 467.2307 
5 PartB 

Under a nitrogen atmosphere 2-iodobenzonitriIe (0.54 g, 2.35 mmol), 
dichlorobis(triphenylphosphine)pallajdium(II) (0.09 g, 0.13 mmol), and copper(I) iodide 
(0.05 g, 0.26 mmol) were added to a mixture ofN,N-(bis terf-butoxycarbonyl)-I-[2-{2- 
propynyloxy)emyl]-li/-inud^[4,5^ (1.0 g, 2.14 mmol) and anhydrous 

10 N,N-dmiemylformamide (25 mL). After 2 hours the reaction mixture was slowly poured 
into water. The resulting precipitate was collected and dried at 35°C for 16 hours to 
provide 1.18 g of 2-(3-{2-[ 4 -{bis rert-butoxycarboiiyl)ammo-W-iniida2o[4,5^]quinolm- 
1 -yl]ethoxy} - 1 -propynyl)benzonitrile as a solid. 

! H NMR (300 MHz, DMSO) 5 8.47 (d, J - 6.8 Hz, 1 H), 8.39 (s, 1 H), 8.06 (d, J = 7.8 Hz, 
15 1H), 7.87 (d, J - 7.3 Hz, 1 H), 7.40 - 7.80 (m, 4 H), 7.34 (d, J = 7.3 z, 1 H), 5.00 (or s, 2 
H), 4.47 (br s, 2 H), 4.13 (s, 2 H), 1.31 (s, 18 H) 

HRMS(ESI) Calculated for Cj2H 34 N 3 05 (MH*) 568.2560, found 568.2565 
PartC 

Trifluoroacetic acid (20 mL) was added to a solution of the material from Part B in 
20 dichloromethane (20 mL). After 4 hours the reaction mixture was diluted with 

dichloromethane containing a small amount of methanol and 20% sodium hydroxide. The 
layers were separated. The aqueous fraction was extracted with dichloromethane. The 
organic fractions were combined, dried over magnesium sulfate, filtered and then 
concentrated under reduced pressure to provide a yellow powder. This material was 
25 purified by flash chromatography eluting with 9/1 dichloromethane/ methanol to provide 
0.48 g of 2-{342^4-ammo-ltf-imi 
propynyl}t*mzomtrile as a white powder, m.p. 180-1 83°C. 

Analysis, Calculated for CnHnNjO • (HaOW. %C, 70.54; %H, 4.79; %N, 1 8.70. Found: 
%C, 70.61; %H, 4.75; %N, 18.70 
30 ! H NMR (300 MHz, DMSO) 5 8.19 (s, 1 H), 8.12 (d, J = 8.3 Hz, 1 H), 7.88 (d, J - 7.8 Hz, 
1 H), 7.55 - 7.75 (m, 3 H), 7.40 - 7.50 (m, 2 H), 7.24 (br t, J = 7.5 Hz, 1 H), 6.68 (br s, 2 
H), 4.87 (t, J = 5.1 Hz, 2 H), 4.50 (s, 2 H), 4.09 (t, J = 5.1 Hz, 2 H) 
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Examples 

1 -{2-[(3-PhenyI-2-propynyI^ 
NH 2 




5 

Under a nitrogen atmosphere, a mixture of l-[2^2-propynyloxy)ethyl]-lif- 
imidazo[4 t 5^]quinolin-4>amine (10 g, 37.6 mmol), anhydrous N,N-^e%lfoiniamide 
(150 mL) and potassium carbonate (6.23 g, 45.1 mmol) was heated to 70°C. Iodobenzcne 
(4.43 mL, 39.5 mmol), mcblorobis(tnphenylphosph^ (0.53 g, 0.75 mol), 

1 0 and coppeitT) iodide (0.29 g, 1 .50 mmol) were added and the mixture was allowed to stir 
for 0.5 hour. The temperature was raised to about 85°C. After 1 .5 hours analysis by 
HPLC (reverse phase, acetonitrile/water with 0.1% trilluoroacetic acid) indicated that the 
reaction was complete. The mixture was allowed to cool to ambient temperature and then 
it was filtered. The filtrate was concentrated under reduced pressure. The residue was 

1 5 purified twice by flash chromatography (95/5 dichloromethane/methanol) to provide 2.7 g 
of l-{2-[(3-phenyl-2-propyny as a white 

solid, m.p. 196-197°C 

Analysis. Calculated forC2iH l8 N 4 0:%C, 73.67; %H, 5.30; %N, 1636. Found: %C, 
7329; %H, 5.23; %N, 16.35 
20 l H NMR (300 MHz, DMSO) 8 8.17 (s, 1 H), 8.12 (d, J = 7.4 Hz, 1 H), 7.63 (dd, J - 83, 
0.9 Hz, 1 H). 7.44 (t, J = 7.5 Hz, 1 H), 7.15-7.40 (m, 6 H), 6.60 (s, 2 H), 4.86 (t, J = 5.1 
Hz,2H),4.39 (s, 2 H), 4.03 (t, J = 5.1 Hz, 2 H) 
HRMS(EI) Calculated for C 2 iH|8N 4 0 (M*) 342.1481, found 342.1490 
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Example 4 

1 - {2-[(3-Phenyl-2-piopynyl)oxy]ethyl} - lH-imidazo[4^^]qumolin^aminc 

Hydrochloride 

5 i_{2-[(3-Pheniyl-2-propynyl)oxy]^ (1 .0 

g, 2.92 mmol) was dissolved in a mixture of methanol (15 mL) and dichloromethane (5 
mL). Hydrogen chloride/diethyl ether (10 mL of 1M) was added and the reaction solution 
was allowed to stir for 16 hours by which time a precipitate had formed. The mixture was 
concentrated under reduced pressure to provide a solid. This material was recrystallized 

1 0 from acctonitrile containing a small amount of methanol to provide 0.52 g of l-{2-[(3~ 
phenyl-2-propynyl)oxy]emyl}-l//-im^ hydrochloride as an 

off-white crystalline solid, m.p. 231-236°C. 

Analysis. Calculated far CiiHuCI^O • (H 2 0) w : %C, 65.79; %H, 5.13; %N, 14.61. 
Found: %C, 65.72; %H, 5.0; %N, 14.73 
15 ! H NMR (300 MHz, DMSO) 6 8.49 (s, 1 H), 834 (d, J =* 8.3 Hz, 1 H), 7.81 (br d, J - 8.3 
Hz, 1 H), 7.72 (t, J - 7.8 Hz, 1 H), 7.56 (t, J = 7.8 Hz, 1 H), 7 JO - 7.40 (m, 3 H), 7.14 (dd, 
J =• 8.0, 1.5 Hz, 2 H), 4.94 (t, J = 4.8 Hz, 2 H), 438 (s, 2 H), 4.05 (t, J - 4.9 Hz, 2 H) 
HRMS (EI) Calculated for C 2 iH l8 N 4 0 (M*) 342.1481, found 342.1485 

20 Example 5 

1 - {2-[3 -<4-Methoxypheiiy l)propoxy]ethy 1} - 1 //-iima^[4,5^]quinolin-4-arnine 




Part A 
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Under a nitrogen atmosphere, N,N-(bis tert-butoxycarbonyl)-l-[2-(2- 
propynyloxy)e%l]-l/f-irmd (1.0 g, 2.14 mmol), triethylarnine 

(0.8 mL, 5.56 mmol), 4-iodoanisole (0.51 g, 2.18 mmol) and anhydrous N,N- 
dimemylfonnamide (15 mL) were combined. 
5 I^chlorobb(triphenylphosphme)palkdium(II) (0.09 g, 0. 1 3 mol) and copper(I) iodide 

(0.05 g, 0.26 mmol) were added and the reaction mixture was stirred for 1 hour at ambient 
temperature at which time analysis by HPLC (reverse phase, acetonitrile/water) indicated 
that the reaction was complete. The reaction rnixture was partitioned between ethyl 
acetate and aqueous sodium bicarbonate. The organic traction was washed with water and 
1 0 then with brine, dried over magnesium sulfate, filtered and then concentrated under 
reduced pressure to provide 0.95 g of N,N-(bis ter/^utoxycarb<myl}-H2-{[3^4- 
methoxYphenyl)-2-propynyl]oxy } ethyl)- l//-innda2X)[4,5^]qumolin-4- amino as an orange 
solid. 

HRMS(EI) Calculated for C 32 H 3 <>N40« (M*) 57X2635, found 572.2635 
15 PartB 

N,N-(Bis tert-butoxycarbonyl)-H2- {[3-(4-memoxyphenyl}-2- 
propynyl]oxy}emyl)-l/f-rmite (0.75 g, 1.31 mmol), ethyl 

acetate (25 mL) and catalyst (100 mg of 5% Pd/C with 50% water) were combined and 
then hydrogenated on a Parr apparatus at 40 psi (2.8 Kg/cm 2 ). No reaction occurred. 

20 Platinum oxide (1 50 mg) and methanol (1 0 mL) were added and the mixture was 

hydrogenated at 45 psi (3.15 Kg/cm 2 ) for 1 hour. Hydrogen consumption was observed 
immediately. The reaction mixture was filtered to remove the catalyst The filtrate was 
concentrated under reduced pressure to provide N,N-{bis tert-butoxycarborryl)-l-{2-[3-(4- 
methoxyphenyl)propoxy]e thyl} - 1 7/-miidazo[4,5-c]qmnolm^aLrnine as a yellow-brown 

25 gum. 

HRMS(ET) Calculated for C32H40N4O6 (M*) 5762948, found 576.2965 
PartC 

Under a nitrogen atmosphere trichloroacetic acid (10 mL) was added to a mixture 
30 of the material from Part B and dichloromethane (10 mL). The resulting solution was 
allowed to stir for 4 hours. The solution was concentrated under reduced pressure. The 
residue was partitioned between 50% aqueous sodium hydroxide and dichloromethane 
containing a small amount of methanol. The organic traction was dried over magnesium 
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sulfite, filtered and then concentrated under reduced pressure to provide a tan foam. The 

foam was purified by flash chromatography (9/1 d^chloromethane/methanol) to provide a 
v light yellow glass. The glass was triturated with diethyl ether to provide a white powder. 

This materia] was dried in a vacuum oven for 4 hours at 60°C to provide 0.41 g of l-{2-[3- 
5 (4-methoxyphenyl)propoxy]ethyl} - lH-irnidW>[4 l 5^]qumolin^amine as a white solid, 

m.p. 116-1 18°C. 

Analysis. Calculated for O2H24N4O2: %C, 70.19; %H, 6.43; %N, 14.88. Found: %C, 
69.79; %H, 6.40; %N f 14.73 

, HNMR(300MHz,DMSO)5 8.17(s,lH), 8.12(d, J- 83 Hz, 1 H), 7.64 (d, J = 8.3 Hz, 
10 1 H), 7.45 (t, J = 7.8 Hz, 1 H), 7.24 (t, J = 7.6 Hz, 1 H), 6.80 (d, J = 8.8 Hz, 2 H), 6.66 (d, J 
= 8.8 Hz, 2 H), 6.60 (s,2 H), 4.80 (t, J = 5.1 Hz, 2 H), 3.81 (t, J-4.9Hz, 2 H), 3.66 (s, 3 
H), 3.27 (t, J = 6.1 Hz, 2 H), 2.32 (t, J ^ 7.3 Hz, 2 H), 1.60 m, 2 H) 

Example 6 

15 ^4-Dimethyl-3-{3-[2^4-ainm^ 

benzensulfonamide 




Part A 

20 Under a nitrogen atmosphere, l-[2^2-propynyloxy>%l]-l//-imidazo[4,5- 

c]quinom>4-amine (1.7 g, 6.35 mmol), dibenzyl dicarbonate (4.55 g, 15.9 mmol), 
triemylamine (1.8 mL, 13.0 mmol), 4^dmiemylammo)pyridme and anhydrous N,N- 
dimethylformamidc (20 mL) were combined. The reaction mixture was heated to 90°C at 
which time the reaction turned homogeneous. It was then heated to 130°C for 4 hours. 

25 The reaction mixture was allowed to cool and then it was partitioned between 
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dicUoromethane and water. The aqueous fraction was extracted with dichloromethane. 
The organic fractions were combined, dried over magnesium sulfate and then concentrated 
to a volume of -10 mL. The concentrate was allowed to stand over the weekend and then 
it was diluted with toluene. The resulting precipitate was isolated by filtration and 
identified as starting material. The filtrate was diluted with diethyl ether. The resulting 
precipitate was isolated by filtration to provide 1.1 g of benzyl N-{l-{2- 
(propynyloxy)etoyl]-l^inudj^ M a whitc ^ 

'H NMR (300 MHz, DMSO) 5 9.98 (s, 1 H), 834 (d, J = 7.8 Hz, 1 H), 8.30 (s, 1 H), 7.97 
(d, J = 7 J Hz, 1 H), 7.70 (t, J= 7.8 Hz, I H), 7.58 (t, J - 7.8 Hz, 1 H), 7.15-7.50 (m, 5 H), 
5-21 (s, 2 H), 4.90 (t, J = 5.1 Hz, 2 H), 4.14 (d, J = 2.4 Hz, 2 H), 3.96 (t, J = 4.9 Hz, 2 H), ' 
3.38 (t, J = 2.4 Hz, 2 H) 
PartB 

Under a nitrogen atmosphere benzyl N-{l-f2-<propynyloxy)ethyiJ.ljy- 
irmdazo[4^^]quinolin-4-yl}carbamate (037 g, 0.91 mmol), 3-iodo-4-methyl-l- 
15 benzenesulfonamide (0.3 g, 0.96 mmol), triemylamine (0.2 mL, 1 .36 mmol) and 
anhydrous acetonitrile (20 mL) were combined. 

DicUo ro bis(trrphenylphosphme)palladium(lI) (13 mg, 0.018 mol) and copper© iodide (7 
mg, 0.036 mmol) were added and the reaction solution was heated to ~45°C. After 3 
hours analysis by reverse phase HPLC indicated mat the reaction was complete. The 
reaction solution was concentrated under reduced pressure and the residue was purified by 
flash chromatography (98/2 to 95/5 dichloromemaneAnethanol) to provide 0.33 g of 
beiuylN^l-{2^(3-{2-methyl-5<(me%^ 
lH-inndazo[4,5-c]quinolm-4-yl)carbamate as a pale yellow solid. 
'H NMR (300 MHz, DMSO) 6 9.96 (s, 1 H), 8.36 (m. 2 H), 7.96 (d, J = 8 3 Hz, 1 H), 
25 7.55-7.70 (m, 4 H), 7.48 (m, 2 H), 7.30-7.45 (m, 5 H), 5.21 (s, 2 H), 4.95 (t, J = 4.6 Hz, 2 
H), 4.40 (s, 2 H), 4.06 (t, J = 5.1 Hz, 2 H), 2.54 (s, 3 H), 2.40 (d, J = 4.9 Hz, 3 H) 
MS (CI) 584. 476 
PartC 

Platinum on carbon (0.08 g of 10%) was added to a mixture of benzyl N-(l-{2-[(3- 
30 { 2 -me%t5-[(memylammo)sulfoi^ 

c]quinolin-4-yl)carbamate (03 g, 0.51 mmoO and methanol (10 mL). The mixture was 
hydrogenated on a Parr apparatus at 40 psi (2.8 Kg/cm J ) for 1 6 hours. Analysis by LC- 
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MS indicated alkyne reduction but no phenoxycarbonyl removal. Palladium on caibon 
(0.1 g of 10%) was added and the reaction mixture was hydrogenated at 40 psi (2.8 
Kg/cm 2 ) for 8 hours. Analysis by LC-MS indicated only a small amount of 
phenoxycarbonyl removal. Palladium black (0.1 g) was added and the reaction mixture 

5 was hydrogenated at 40 psi (2.8 Kg/cm 2 ) for 16 hours. Analysis by LC-MS indicated one 
major product with a mass consistent with the desired product The reaction mixture was 
filtered and the filtrate was washed with methanol and dichloromethane. The solvents 
were removed under reduced pressure to provide an off- white powder. This materia] was 
recrystallized from acetonitrile to provide 0.1 1 g of N\4-drmemyl-3-{3-[2-(4-aiimio-l//- 

10 imidazo[4,5^]qumolin-l-yl)emox^ as a light yellow 

crystalline solid, m.p. 207-209°C. 

Analysis. Calculated for C23H27N5O3S: %C, 60.91 ; %H, 6.00; %N, 1 5.44. Found: %C, 
60.87; %H, 5.75; %N, 15.51 

! H NMR (300 MHz, DMSO) 6 8.16 (s, 1 H), 8.12 (d, J * 83 Hz, 1 H), 7.62 (d, J - 8.3 Hz, 
15 lH),7.53(d,J=1.5Hz,lH),7.44(fr^ 

7.6 Hz, 1 H), 7.16 (d, 7.8 Hz, 1 H), 7.02 (dd, J = 7.8, 2.0 Hz, 1 H), 6.58 (s, 2 H), 4.80 (t, 
52 Hz, 2 H), 3.82 (t, 5.2 Hz, 2 H), 331 (t, 5.9 Hz, 2 H), 2.47 (s, 3 H), 2.37 (d, 4.4 Hz, 2 
H), 1.65 (m, 2 H) 

HRMS(EI) Calculated for C23H27N5O3S (M*) 453.1835, found 453.1 834 
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Example 7 

H2-{[3-(2-l3opropylphenyl)-2-propynyl]oxy}clhyl)- 

l^-imidazo[4,5-c]quinoIin-4-aimne Hydrochloride 
NHj 




10 



IS 



20 



Under a nitrogen atmosphere l-[2^2-piopynyloxy)ethyl]-lfl'-miidazo[4 ) 5- 
cfouinolm+anime (0.50 g, 1.88 mmol), 2-iodoisopmpyIbenzene (0.65 g, 2.63 mmol), 
me%lamine (0.68 mL, 4.88 mmol) and W^eAylformanride (10 mL) were combined 
and then heated to 60°C. Copper (I) iodide (0.04 g) and 

mchloiobiXtriphenylphosphhK^anadiminTI) (0.08 g) were added. After 1.5 hours 
analysis by TLC (9/1 dichloromethaneAnethanol) indicated that the reaction was complete. 
The reaction mixture was concentrated under reduced pressure. Tic residue was purified 
by column chromatography eluting with 9/1 dichloromethane/methanol. The product 
fractions were combined and concentrated under reduced pressure. The residue was 
purified by column chromatography eluting with 9/1 dichloromemane/methanol 
containing 0.5% concentrated ammonium hydroxide. The product fractions were 
combined and concentrated under reduced pressure to provide -0.38 g of a solid. This 
material was combined with hydrogen chloride/diethyl ether (3.9 mL of 1 .0 M), stirred 
overnight and men concentrated under reduced pressure. The residue was recrystallized 
from isopropanol/methanol. isolated by filtration and then dried to provide 0.24 g of l-(2- 
{[3-(2-isopropylphenyl)-2-pTopynyl]oxy}ethyl)- 

lif-intidazo[4,5^]qubolin^-amine hydrochloride as a solid, m.p. 239-241°C. 
Analysis. Calculated for C 24 H 24 N 4 0 .HC1.(H 2 0) W : %C, 67.06; %H, 6.09; %N, 13.03. 
Found: %C, 67.07; %H, 6.00; %N, 13.09. 
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! H NMR (300 MHz, DMSO-d6) 5 8.54 (s, 1H), 8.39 (d, J = 8.1 Hz, 1H), 7.85 (d, J = 8.2 
Hz, 1H), 7.76 (t, J =» 72 Hz, I H), 7.59 (t,7= 8.0 Hz, 1H), 7.30-7.38 (m, 2 H), 7.11-7.19 
(m, 2 H), 5.00 (t, J- 4/> Hz, 2 H), 4.47 (s, 2 H), 4.10 (t, J= 4.7 Hz, 2 H), 3.16 (m.lH), 
1.13(d,J=6.9Hz,6H) 
5 IR(KBr) 3363,3111,2957, 1672, 753 cm" 1 

HRMS (EI) Calculated for C24H24N4O (M*) 384.1950, found 384.1943 



Using the general method of Example7, 1 -[2-(2-propynyloxy)ethyl]- 1//- 
imidazo[4,5^]quinolin^amine (0.50 g, 1.88 mmol) was reacted with 2,6-dimethyl 
1 5 iodobenzene (0.6 1 g, 2.63 mmol). The crude product was purified by column 

chromatography eluting with 95/5 mcUoromethane/memanol to provide 0.056 g of l-(2- 
{[3^2,6^<limcthyrph^ 83 a 

solid, m.p. 200-201°C. 

Analysis. Calculated for CijH^O •(H 2 0) 2/5 : %C, 7329; %H, 6.07; %N, 14.86. Found: 
20 %Q 7336; %H, 5.88; %N, 14.84. 

l H NMR (300 MHz, DMSO-d6) 6 8.19 (s, 1H), 8.13 (d, J= 8.1 Hz, 1 H), 7.62 (d,/= 7.9 
Hz, 1 H), 7.44 (t, J = 8.0 Hz, 1H), 723 (t, J~ 7.9 Hz, t H), 7.09-7.14 (m, 1 H), 7.01-7.03 
(m, 2 H), 6.76 (s. 2 H), 4.87 (t, J= 4.9 Hz, 2 H), 4.48 (s, 2 H), 4.05 (t, J- 4.9 Hz, 2 H), 
2.15 (s, 6 H), 

25 IR (KBr) 3379, 3065, 1659, 1530, 1483, 1107, 751 cm" 1 
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Example 8 
H2-{[3-(2,6^Dimethyrphenyl>2-propynyi^ 
1 H-inndazo[4,5-c]qumolm-4-^mine 
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HRMS (EI) Calculated for CyH^O (M*) 370. 1794, found 370. 1 789. 

Example 9 

H2-{[3-(4-Phenoxyphenyl)-2-propynyl]oxy}etfiyl)- 

l/f-imidazo[4^s:]quinolm^ainme 
NH, 




Using fee general method of Example7, l-[2-{2-piopynyloxy)ethyl]-li/- 
hmda2o[4,5^]quinoIm^amine (0.50 g. 1.88 mmol) was reacted with 4-iodophenyl 
phenyl ether (0.78 g, 2.63 mmol). The crude product was purified by column 
chromatography during with 95/5 dicrdoromethane/methanol to provide a solid The solid 
wa* slurried with aqueous sodium hydroxide to remove salts and then purified by column 
chromatography eluting with 9/1 ethyl acetate/methanol to provide a solid. This material 
was farther purified by column chromatography eluting with 99/1 ethyl acelate/metfaanol 
to provide 24 mg of H2-{[3-(4-phenoxyphenyI>2-propy^^^^^ 
c]quinolm-4-amino as a solid, m.p. 146-148°C. 

Analysis. Calculated for C^H^O, .(HjO)^: %C, 7224; %H, 5.30; %N, 12.48. Found: 
%C, 71.82; %H, 4.85; %N, 12.35. 

'H NMR (300 MHz, DMSOd6) 6 8.18 (s, 1 H). 8.12 (d, /- 1A Hz, 1 H), 7.62 (d, /= 7.7 
Hz, 1 H), 7.41-7.47 (m, 3 H). 7.18-727 (m, 4 H), 7.06 (dd,/= 7.6, 1.0 Hz. 2 H), 6.90 (dd, 
J = 6.7 Hz, 2 H). 6.71 (a, 2 H), 4.85 (t, J= 5.1 Hz. 2 H), 4.37 (a, 2 H), 4.02 (t, J=> 5.0 Hz, 2 
H) 

IR (KBr) 3444, 3070, 2928, 1500, 1230, cm"' 
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HRMS (EI) Calculated for C27H22N4O2 (M*) 434.1743, found 434.1748. 

x Example 10 

1 -{2-( {3-[2^rifluoromethyl)phenyl]-2-propynyl} oxy)ethyl]- 
5 !H-iinida2o[4 l 5^]quinolin-4-ainmc 




Using the general method of Example 7, 1 -[2-{2-propynyloxy)ethyl]- Iff- 
imidazo[4,5^]qumolh>4-ainine (0.50 g, 1.88 mmol) was reacted with 2- 

10 iodobenzotrifluoride (0.71 g, 2.63 mmol). The reaction mixture was concentrated under 

reduced pressure. The resulting glassy solid was treated with aqueous sodium bisulfite (10 
mL) and methanol (20 mL). A solid was removed by filtration. The filtrate was 
concentrated under reduced pressure to provide a white powder. This material was 
washed with water and dried for 4 days in an oven at 80°C to provide -0.33 g of a solid. 

1 5 This material was partially dissolved in a mixture of dichloromethane (17 mL) and 

methanol (17 mL). Hydrogen chloride/diethyl ether (3.24 mL of 1 .0 M) was added and 
the mixture turned homogeneous. The mixture was concentrated under reduced pressure 
to provide a brown crystalline residue. The residue was combined with 50/50 
acetonitrile/ethyl acetate containing a small amount of methanol. Sodium hydroxide (0.5 

20 mL of 20%) was added The mixture was concentrated under reduced pressure to provide 
a glassy solid. This glassy solid was purified by column chromatography eluting with 9/1 
ethyl acctate/methanol to provide 14 mg of l-[2-<{3-[2-{trifluoromethyl)pheiryl]-2- 
propynyl } oxy)ethyl]- li/-irmdazo[4,5^]qumomi^arninc as a white crystalline solid, m.p. 
154-155°C. 



60 



WO 02/46189 „, 

PCT/US01/46581 

Analysis. Calculated for C a H„F,N 4 0: %C, 64J9; %H, 4.18; %N, 13.65. Found- %C 
64J9;%H, 4.19; %N, 13.71 

'HNMR(300MHz, DMSO-d6) 5 8.16 (s, 1 H), 8.11 (d, y= 7.4 Hz, 1 H), 7.74 (d, J= 7.3 
Hz, 1 H), 7.56-7.64 (m, 3 H), 738-7.46 (m, 2 H), 7.22 (t,J= 7.6 Hz, 1 H). 6.59 (s, 2 H), 
4.87 (t, J = 5.1 Hz, 2 H), 4.45 (s, 2 H), 4.04 (t.7 = 5.1 Hz, 2 H) 
IR(KBr) 3375, 3102, 1657. 1583, 1530, 1484, 1320, 1103, 765 cm-' 
HRMS (EI) Calculated for C&riBHW (M 4 ) 410.1354, found 410.1350. 
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Example 11 

K2-{3-[4^1/f-l-Pyrrolyl)phenyl]propoxy}ethyl> 
ltf-imidazo[4,5-c]quinolm-4-amine trifluoroacetafe 




PartA 

Under a nitrogen atmosphere dibenzyl dicarbonate (50 g, 174 mmol) was added to 

a mixture of l-P-C-propynyloxy^lJ-ltf-im^^^ (16.4 g, 6 1.6 

mmol) and anhydrous N.N-dnnemylfonnamide (200 mL). The reaction mixture was 

aJlowed to stir at ambient temperature for 1 6 hours and the reaction mixture turned 

homogeneous. The reaction mixture was partitioned between ethyl acetate and water. The 

layers were separated. The aqueous layer was extracted with ethyl acetate. The organic 

fractions were combined, washed with water, washed with brine, dried over magnesium 

sulfete, filtered and then concentrated under reduced pressure to provide a semisolid. This 

material was triturated with diethyl ether to provide 27.4 g of N,N-(bia 

bejjzyloxycareonyO-l-p^-propynyloxy^mylJ-lff-imi « a 

white solid. 
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PaitB 

Under a nitrogen atmosphere N,N-{bis benzyIoxycarbonyl)-l-[2-(2- 
propynyloxy)ethyl]-l//-iimd (0 5 g, 0.94 mmol), anhydrous 

acetonitrile (5 mL), triethylamine (0.34 mL, 2.43 mmol), and H4-iodophenyl)pyrrole 

5 (0.28 g, 1 .03 mmol) were combined and the resulting homogeneous mixture was heated to 
80°C. Copper (I) iodide (0.007 g) and dicWorobis(triphenylphospnine)pal3a(u*um(II) (0.013 
g) were added. The reaction was complete in 30 minutes. The product was purified by 
liquid chromatography using 4/6 hexane/ethyl acetate to provide a glassy solid. This 
material was purified on a second column using 9/1 hexane/ethyl acetate to provide 0.229 

10 g of N,N-(bis benzyloxycarbonyl)- l-[2-({3-[4^1i/-pyrrol-l -yl)phenyl]pTop-2- 
ynyl} oxy)cthyl]- 1 /f-imidazo[4^5-c] o^iinolin^aniine. 

l H NMR (500 MHz, DMSO-d6) 8 8.49 (d, J=» 7.7 Hz, 1 H), 8.44 (a, 1 H), 8.14 (d, J = 13 
Hz, 1 H), 7.75-7.77 (m, 2 H), 7.54 (d, J- 5.1 Hz, 2 H), 7.40 (s, 2 H), 732 (d, J= 6.8 Hz, 2 
H), 7.24-7.27 (m, 6 H), 7.14-7.16 (m, 4 H), 6.29 (s, 2 H), 5.18 (s, 4 H), 5.00 (t, J= 52 Hz, 
15 2 H), 4.42 (s, 2 H), 4.10 (t, /= 5.1 Hz, 2 H) 

MS (CI) for C4iH 33 N 5 0 5 m/z 676 (MH*), 632, 524, 408 
PartC 

The material from Part B, palladium hydroxide (0.24 g of 20% on carbon) and 
methanol (5 mL) were combined in a Parr flask and hydrogenated at 45 psi (3.2 Kg/cm 2 ) 

20 for 3 -4 hours. The reaction mixture was filtered to remove catalyst, the filter cake was 
washed with additional methanol, and the filtrate was concentrated under reduced 
pressure. The residue was purified by semi-preparative HPLC using Method B to provide 
36.6 mg of 1 -(2- {3 -[4-(\HA -pyrrolyl)pheiiyl]propoxy} emyl>l /f-inndazo[4^-c]q^olin- 
4-amine oifluoroacetate as a solid, m.p. 179-1 8 1°C. 

25 Analysis. Calculated for C^NjO •C 2 HF 3 0 2 : %C, 61 .71; %H, 4.99; %N,13.33. Found: 
%C, 61.49; %H, 4.89; %N, 13.23 

■H NMR (500 MHz, DMS046) 8 8.51 (s, 1 H), 8.38 (d, 8.4 Hz, 1 H), 7.84 (d, J= 8.4 
Hz, 1 H), 7.73 (t, 7- 7.3 Hz, 1 H), 7.56 (t, /= 7.8, 1 H), 733 (d, 7= 8.4 Hz, 2 H), 7.26 (t, 
J- 2.1 Hz, 2 H), 6.96 (d, J= 8.4, 2 H), 6.24 (t, J= 2.1 H, 2 H), 4.91 (t, 5.0, 2 H), 3.85 
30 (U- 5.0, 2 H), 3.3-3.4 (m, 2 H), 2.35 (t, J - 7.6, 2 H), 1.61 (m, 2 H), 
IR(KBr) 2949, 1705, 1523, 1204, 1123, 721 cm* 1 
HRMS (EI) Calculated for C25H25N5O (M*) 411.2059, found 411.2060. 
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Example 12 

3-<3-[2K4-AWltf-in^ 

Bis(trifluoroacetete) 

T 




.OH 

b 



PartA 



Under a nitrogen atmosphere N,N-<bis tert-butoxycarboiryl>l-[2-(2- 
prop yny l 0 xy)ethyl]-l//-i 1 nidazot4.5^ q ui n olin-4-a m i^ (2.82 g g. 6.04 mmol), benzyl 3- 
•odobenzoate (2.245 g, 6.64 mmol), trietbylamme (2.2 ml, 1 5.7 mmol). and anhydrous 
acetonitrile (20 mL) were combined and the resulting mixture was heated to 60°C. Copper 
(D iodide (0.05 g) and dicUorobi^triphenylphospbine^alladiumai) (0.0.08 g) were 
added. The reaction was complete in 30 minutes. The reaction mixture was concentrated 
under reduced pressure and the residue was purified by column chromatography eluting 
uutially with dichloromethane and then with 98/2 dichloromethane/methanol to provide 
1.82 g of benzyl 3-{3-[2-(4-<bis 'ert-butoxyc^yOan^o-l^ 
yl)ethoxy]prop-l-ynyl}benzoate. 

'H^(300MHz,DMSCMl6)88.46(d,y=9.6Hz,lH),8.39(s.lH) ( 8.05(d,y.9.8 
Hz, 1 H). 7.94-7.98 (m, 1 H), 7.84 (a, 1 H), 7.50-7.70 (m, 2 H), 7.36-7.49 (m, 7 H), 5 36 
(a, 2 H), 4.98 (t,/=4.6 Hz. 2 H).4.37 (s. 2 H). 4.0M.13 (m, 2 H), 1.30 (s. 18 H) 
20 MS(Cl)forC J ^N 4 0 7 ni/z677(Mir).577,477 
PartB 

A solution of the material from Part A in methanol was combined with catalyst 
(1.0 g of 10% palladium on carbon) and the mixture was hydrogenated at 45 psi (3.2 
Kg/cm 1 ) at ambient temperature for -2.25 hours. More catalyst (0.3 g) was added and the 
25 bydrogenanon was continued for an additional 2 hours. The reaction mixture was filtered 
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to remove the catalyst and the filter cake was rinsed thoroughly with methanol. The 
filtrate was concentrated under reduced pressure to provide ~1.2 g of N,N-{bis tert- 
butoxycarbonyl)- 3-{3-[2^4-ainino-l//-imida2o[4,5^]qumolin-l- x 
yI)ethoxy]propyI} benzoic acid. 

5 ! H NMR (300 MHz, DMSO-d6) 5 8.50 (d, J- 9.5 Hz, 1 H), 8.40 (s, 1 H), 8.07-8.10 (m, 1 
H), 7.70-7.75 (m, 3 H), 7.65 (s, 1 H), 1.29 (s, 18 H), 7.29 (t, J= 7.6 Hz, 1 H), 7.10 (d,J=> 
7.8 Hz, 1 H), 4.94 (t, 7= 4.5 Hz, 2 H), 3.88 (t, 7= 4.5 Hz, 2 H), 3.32 (t, 7= 6.0 Hz, 2 H), 
2.43 (t, J = 7.0 Hz, 2 H), 1.62 (m, 2 H) 
MS (CI) for C 3 2H 3 8N 4 07m/z 591 (MH*), 491, 391 

10 PartC 

Under a nitrogen atmosphere the material from Part B was combined with 
anhydrous dichloromethane (10 mL) and trifhioroacetic acid (10 mL). The reaction 
mixture was stirred for 1 .5 hours. The reaction mixture was concentrated under reduced 
pressure to provide an oil which was dried under high vacuum at ambient temperature to 

15 give a solid. This solid was triturated with ether. The resulting white powder was dried at 
65°C in a vacuum oven overnight to provide 1.19 g of 3-{3-[2^4-annno-liJ-hnidazo[4,5- 
c]quinolin-I -I)ethoxy]propyl) benzoic acid bis(trifluoro acetate), m.p. 138-140°C. 
Analysis. Calculated for Czfl^Ch^CiHFaOih: %C, 50.49; %H, 3.91; %N, 9.06. 
Found: %C, 50.37; %H, 3.67; %N, 9.08 

20 , HNMR(300MHz,DMSO-d6)6 9.07-7.14(bs,2H),8.51 (s, 1 H), 8.37 (d, 7=7.8 Hz, 1 
H), 7.82 (d7= 8.0 Hz, 1 H), 7.74 (m, 2 H), 7.64 (a, 1 H), 7.56 (t, 7= 7.1 Hz, 1 H), 7.30 (t, 
J- 7.7 Hz, 1 H), 7.15 (d, 7= 7.6 Hz, 1 H), 4.91 (t, 7= 4.5 Hz, 2 H), 3.86 (t,7= 4.4 Hz, 2 
H), 334 (t, 7= 5.9 Hz, 2 H), 2.44{t, 7= 7.4 Hz, 2 H), 1 .64 (m, 2 H) 
IR (KBr) 3367, 3104, 2372, 1685, 1204, 1 146 cm" 1 

25 HRMS (EI) Calculated for CnHrMCh (M*) 390.1692, found 390.1690. 
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Example 13 
trifluoroacetate 





OH 



Part A 

Usingthcgenenamethodof Example n?mA,^ ia fert ^^ 
t 2 ^i™pv^^ p & 4 ^ ^ ^ 

coupled with benzyl 2-iodobenzoate (1.57 g, 4.71 mmol) to provide 1 .79 g of a mixture of 
mono-and di-BOC protected benzyl 2- { 3-[2K4-ammo- l#-in*^^ 
yl)ethoxy]prop-l.ynyl}benzoate. 

'H NMR (300 MHz, DMSCmK) 6 8.45 (d, J - 7 9 Hz, 1 H), 8.39 (s. 1 H), 8.06-8.09 (m, , 

H), 7.85-7.88 (m. 1 H), 7.70-7.73 (m, 2 H). 7.47-7.51 (m, 2 H), 7.40-7.43 (n, 2 H) 7 28- 

7-37 (m, 3H), 7.19(m,l H), 5.23 (,, 2 H). 4.97 (t, ./= 5.0 Hz, 2 H), 4.27 (s, 2 H). 4.07 («, 

J-4.9Hz.2H). 1.30(8, 18H) 

MS (CI) for C J9 H«N407 m/z 677 (MH*), 577. 477 

PartB 

Using the general method of Example 12 Part B, the material from Part A was 
hydrogonated to provide 0.041 g of a mixture of mono-and di-BOC protected 1- {H2< A- 
^<>-lH-imidazo[4,5-c]q^ 

'HNMR(300 MHz, DMSO-d6) 5 8.50 (d,y= 7.3 Hz, 1 H). 8.39 (s, 1 H). 8.08 (d,/=7 9 
Hz. 1H), 7.71-7.75 (m, 3 H). 7.22-7.28 (m, 2 H), 6.90 (d, .7=7.4 Hz. 1 H), 4.93 (t, 7=4 6 

Hz. 2 H), 3.87 (t, 4.5 Hz, 2 H), 3.30 (W- 5.6 Hz, 2 H). 2.73 (W - 5.7 Hz. 2 H) 1 6 1 
(m,2H),1.28(8.18H) 

MS (CI) for C^jNiC^m/z 591 (MH*), 491, 391 
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PartC 

Using the general method of Example 12 Part C, the material from Part B was 
hydrotyzed to provide 0.28 g of 2-{3-[2-(4-amino-l/f-imidazo[4 > 5^]qumolin-l- 
yl)cthoxy]propyl}benzoic acid as a solid, m.p. 186-188°C. 
5 Analysis. Calculated for C22H22N4O3.C2HF3O2: °/oC, 57.14; %H,4.59; %N, 11.11. 
Found: %C, 56.81; %H, 4.47; %N, 1 1.08 

*H NMR (300 MHz, DMSO-d6) 8 8.90-920 (be, 1 H), 8.50 (s, 1 H), 8.38 (d, J= 10.1 Hz, 

1 H), 7.84 (d, /- 8.3 Hz, 1 H), 7.71-7.75 (m, 2 H), 7.56 (t, /- 7.6 Hz, 1 H), 7.21-732 (m, 

2 H), 6.88 (d, J - 6.9 Hz, 2 H), 4.90 (t, J= 4.8 Hz, 2 H), 3.84 (t, J- 4.6 Hz, 2 H), 332 (m, 
10 2H),2.72(t,y=6.9Hz,2H),1.62(m,2H) 

IR (KBr) 3212, 2929, 1709, 1204, 1 124, 747 cm* 1 

HRMS (EI) Calculated for C22H22N4O3 (M*) 390.1692, found 390.1693. 

Example 14 

15 4-{3-[2^4-Aiiimo-l//-inMda^ acid 

trifluoro acetate 




Part A 

Using the general method of Example 12 Part A, N,N-(bis te/f-butoxycarbonyl)-l- 
20 [2-(2-propynyloxy)cthyl]- 1 H-irmd^[4 > 5^]quinolin-4-amme (2.82 g, 6.04 mmol) was 

coupled with benzyl 4-iodobenzoate (2.25 g, 6.64 mmol) to provide 2.14 g of a mixture of 
mono-and di-BOC protected benzyl 4-[3-(2-{4-ammo-lH-imidazo[4,5-c]qurnolin-l- 
yl} ethoxy)prop- 1 -ynyl]bcnzoate. 
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'H NMR (300 MHz, DMSO-d6) 8 8.47 (d, 7=7.2 Hz, I H), 8.40 (s, 1 H), 8.06 (d, /= 6 5 
Hz, 1 H), 7.87-7.89 (m, 2 H), 7.70-7.73 (m, 2 H), 7.36-7.49 (m, 5 H), 723-7.27 (m, 2 H) 
5.35(a,2H),5.0(t,/=4.5 H^ 2 H), 4.40 (s, 2 H), 409 (t, 4.5 Hz, 2 H), 1.30(s 1 8H ) 
MS (CI) for CjsHwNtO, m/z 677 (MH*), 577, 477 
> PartB 

Using the general method of Example 12 Part B, the material from Part A was 
hydrogenated to provide 1.86 g of a mixture of mono-and di-BOC protected 4-{3- [2 -(4- 
aimWltf-iridazoftS-c]^ 

'H NMR (300 MHz. DMSO-d6) 6 8.51 (d, /= 7.1 Hz, 1 H), 8.40 (s, 1 H), 8.07-8.10 (m 1 

H),7.72-7.75(m,4H),7.01(d,J=8.4Hz,2H),4.94(t,y-4.7Hz.2H).3.8 8 (W=4 , 6 
Hz. 2 H). 3.30 (m, 2 H). 2.38 (t, 7= 73 Hz. 2 H). 1.62 (m. 2 H), 1.29 (s, 18 H) 
MS(CI)forCj 2 H3^407m/z591 (MH*). 491,391 
Parte 

Using the general method of Example 12 Part C. the material from Part B was 
hydmlyzedto pro vide0.96gof4-^ 
yl)ethoxyjpropyl}benzoic acid trifluoroacetate, m.p. 235-237°C. 

Analysis Calculated for C^N^-C^O,: %C, 57.14; %H. 4.59; %N. 11.11. Found- 
%C, 57.06; %H, 4.47; %N. 11.03 

*H NMR (300 MHz, DMSO-d6) 6 9.00-9.1 1 (bs, 2 H), 8.51 (s, 1 H), 8.37 (d, 7= 8.4 Hz, 1 
H), 7.83 (d,7= 6.0 Hz. 1 H), 7.71-7.76 (m, 3 H), 7.55 (17= 9.7 Hz, 1 H). 7.01 (d,7= 8 2 
Hz. 2 H), 4.91 (t, 7= 5.0 Hz, 2 H). 3.84 (t. 7= 4.7 Hz. 2 H). 3.32 (W= 5.8 Hz, 2 H). 2.38 
(t,7=7.1 Hz. 2 H). 1.62 (m, 2 H) 
K. (KBr) 3266, 3014. 2361, 1667, 1277, 1201. 1 142 cm'' 
HRMS (EI) Calculated for QjH^O, (M*) 390.1692, found 390.1697. 
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Example 15 

l-{2- {3-[3-0^e%laixiino)phenyl]propoxy} ethyl> 
l//-iinidB2»[4,5^]qumoHn-4-ainine dihydrochloride 





5 Part A 

Using the general method of Example 12 Part A, except that the reaction 
temperature was raised to 80°C, N,N-(bis fert-batoxycaxbonyl)- 1 -[ 2 < 2 ~ 
|)Topynyloxy)etoyl]-lH-irm& (3 g, 6.43 mmol) was coupled 

with 3-iod^N^/Mimemylaniline (7.07 mmol) to provide 3.06 g of a mixture of mono 
10 protected and unprotected l-[2^{343^<hme%lammo)phenyl]pro^ 
l//-miidazo[4,5^]quinolm^ariirno. 



Using the general method of Example 12 Part B, the material from Part A was 
hydro genated to provide -2.9 g of a mixture of mono Boc protected and unprotected l-(2- 
15 {3-[3-(dmemylainmo)pheny^ 



ammonium hydroxide to pH -11- The resulting precipitate was purified by column 
chromatography during with 95/5/1 m^oromcthaneAncthanol/ammonium hydroxide. 
This material was combined with hydrogen chloride/diethyl ether. The resulting solution 
was concentrated under reduced pressure. The residue was triturated with diethyl ether. 
25 The resulting solid was isolated by nitration and then dried to provide 0.114 g of l-(2-{3- 



PartB 



PartC 



20 



The material from Part B was combined with hydrogen chloride/methanol (30 mL 
of 3 M) and stirred at ambient temperature for 19 hours. A precipitate was removed by 
filtration. The filtrate was concentrated under reduced pressure and the residue was 
dissolved in a small amount of methanol and men neutralized with concentrated 
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[3^dime%lamko)p^^ 
dihydrochloridc, m.p. 180-183°C. 

Analysis. Calculated fpr C 2 & 11 K 5 O.QlCl)i l .(R 2 0) 2 . l : %C, 54.82; %H, 6.66; %N, 13.89. 
Found: %C, 54.60; %H t 6.50; %N, 13.66 
5 ! H NMR (300 MHz, DMSO-d6) 5 8.71-8.73 (bs, 2 H), 8.44 (s, 1 H), 835 (d, J = 7.4 Hz, I 
H), 7.83 (d,/= 8.0 Hz, 1 H), 7.72 (t, 7.6 Hz, 1 H), 7.55 (t, J= 6.8 Hz, 1 H), 7.15 (m, 1 
H), 7.05 (m, 1 H), 6.96 (s, 1 H), 6.66 (d, J= 8.1 Hz, 1H), 4.88 (t, 7= 5.3 Hz, 2 H), 4.02 (t, 
7= 3.7 Hz, 2 H), 3.37 (t,7= 6.4 Hz, 2 H), 2.94 (s, 6 H), 2.40 (t,/= 7.6 Hz, 2 H), 1.66 (m, 
2H), 

10 IR (KBr) 3426, 3138, 2928, 1693, 1 1 13 cm* 1 

HRMS (EI) Calculated for C23H27N5O (M*) 389.2216, found 389.2217 

Example 16 
2<EmoxymewyI>l-[2^3-phenyl^^ 
1 5 l/^iimda^[4,5^]qumolm^aininc Hydrochloride 




Part A 

2-[2KEmoxymefoyl)-lif-irm (3.50 & 12.9 mmol) 

was slowly added over a period of 20 minutes to a suspension of sodium hydride (0.67 g 

20 of 60% in mineral oil, 16.77 mmol) in anhydrous N,N-<hmemylfoimamide. The reaction 
mixture was allowed to stir for 1 hour and then l-bromo-3-phcnylpropane (2.16 mL, 14.19 
mmol) was added The reaction mixture was stirred overnight The reaction mixture was 
diluted with ethyl acetate, washed with water, washed with brine, dried over magnesium 
sulfite, filtered and then concentrated under reduced pressure. The residue was purified 

25 by column cinematography ehrting with ethyl acetate to provide 2.38 g of 2- 

(e&oxymethyl>l-[2^3i>h^ as a yellow oil. 
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MS (CI) for C24H27N3O2 m/z 390 (MH+), 346. 
PartB 

The material from Part A was combined with chloroform (50 mL) and cooled to 
0°C. 3-chloroperoxybenzoic acid (2.22 g of 57-86%) was added. After I hour the reaction 

5 mixture was allowed to warm to ambient temperature. The reaction mixture was 

partitioned between aqueous sodium bicarbonate and dichloromethane. The organic 
traction was dried over magnesium sulfate, filtered and then concentrated under reduced 
pressure to provide 2-{emoxymethyi>l-[2-(3-ph^ 
c]quinoline-5N-oxide as a brown solid. 

10 PartC 

Under a nitrogen atmosphere trichloroacetyl isocyanate (0.87 mL, 7.33 mmol) was 
slowly added to a mixture of the material from Part B and anhydrous dichloromethane (60 
mL). After 1 hour the reaction mixture was concentrated under reduced pressure to 
provide 2,2^tricMoro-N-{2^em^ 
15 mudazo[4,5-c]qumolin-l-yl} acetamide. 
PartD 

Sodium methoxide (4.79 mL of 25% in methanol) was added to a mixture of the 
material torn Part C and methanol (30 mL). The reaction mixture was allowed to stir 
overnight and then it was concentrated under reduced pressure to provide a dark oil. The 

20 dark oil was purified by column chromatography eluting with 5% methanol in 

dichloromethane to provide a tight yellow oil. The oil was treated with 1 .0 M hydrogen 
chloride to provide a white solid. The material was isolated by filtration and then dried 
overnight in a vacuum oven at 80°C to provide 0.79 g of 2-{ethoxymcthyl)-l-[2-<3- 
phenyh^poxy)emyl]-l/f-miida2o[4,5^]qumou^ hydrochloride as a white solid, 

25 m.p. 128-134«C. Analyzed for C^H^O^ • 1.55 HQ: %C, 62.53; %H, 6.46; %N, 12.15; 
Found: %C, 62.64; %H, 6.47; %N, 1 1.91. 

■H-NMR (300 MHz, DMSCM6) 5 8.14 (br d, J=8.3 Hz, 1 H), 7.63 (dd, J=8.3, 1.0 Hz, 1 
H), 7.45 (m, 1 H), 7.24 (m, 1 H), 7.05-7.1 5 (m, 3 H), 6.90 (m, 2 H), 6.62 (s, 2 H), 4.80- 
4.90 (m, 4 H), 3.83 (t, J-5.4 Hz, 2 H), 3 J56 (q, J-7.0 Hz, 2 H), 3.27 (t, J=6.1 Hz, 2H), 237 
30 (t, J-7.6 Hz, 2 H), 1.63 (m, 2H), 1.16 (t, J~6.8 Hz, 3 H) 
IR(KBr) 3267, 3023, 1681, 1108 cm" 1 

HRMS (El) Calculated for C^aN^ (M*) 4042212, found 404.2215. 
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Example 17 

Hl-{[(3^orobenzyl)o^ 

NH, 




CI 



Part A 



2-E%l-2Kltf-nmda2o[4,5-c]quinoli n -l-yl)-l^ 1 h ano i (3 . 0 & i 2 . 43 
dichloromethane (40 mL), aqueous sodium hydroxide (40 mL of 50%), 
benzyltrimemylammonium chloride (0.01 g) and 3-chlorobenzyl bromide (2.81 g, 13.67 
mmol) were combined and the resulting solution was stirred at ambient temperature 
overnight Analysis by IXC (5% methanol in dichloromethane) indicated that the reaction 
was complete. The reaction was diluted with dichloromethane (100 mL) and water (100 
mL). The layers were separated. The aqueous traction was extracted with 
dichloromethane. The organic fractions were combined, washed with brine, dried over 
magnesium sulfate and then concentrated under reduced pressure. The residue was 
purified by flash chromatography (silica gel eluting with ethyl acetate) to provide 4.22 g of 
Hl^Ka^Womber^l^xyJmemylJpmpy^i^i^da^^^^,^ m , ^ 
oil. 

'H-NMR (300 MHz, DMSO-d6) 6 922 (s, 1H), 8.63 (s, IE), 8.55 (d, J - 7.8 Hz, 1H), 
8.17 (dd, J = 7.8, 1.5 Hz, 1H), 7.69 (m, 2H). 7.23 (dd, y= 4.9, 1.5 Hz, 2H), 7.08 (s, 1H)! 
7.03 (m, 1H), 5.40 (m, 1H), 4.47 (s. 2H), 3.3*4.07 (m, 2H). 2.1 1 (m> 2H), 0.88 ft 7 3 Hz, 
3H) 

MS (CI) for C 2 ,H2»C1NjO m/z 366 (MH*), 332 
PartB 

3-Chloroperoxy benzoic acid (2.84 g of 77%) was added in portions to a solution 
of the material from Part A in chloroform (60 mL). After 2 hours analysis by TLC (10% 
methanol in dichloromethane) indicated that the reaction was complete. The reaction was 
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diluted with chloroform, washed with saturated sodium bicarbonate, washed with brine, 
dried over magnesium sulfate and then concentrated under reduced pressure to provide 
crude l^l-{[(3^Morobenzyl)oxy^^ 
PaitC 

5 Ammonium hydroxide (20 mL) was added to a solution of the material from Part B 

in dichloromethane (80 mL). Tosyl chloride (2.42 g) was added in portions. Analysis by 
TLC (5% methanol in dichloromethane) indicated that the reaction went to completion 
immediately after tho addition of the tosyl chloride. The reaction mixture was diluted with 
dichloromethane and saturated sodium bicarbonate. The layers were separated. The 

10 organic layer was washed with brine, dried over magnesium sulfate and then concentrated 
under reduced pressure to provide a light brown oiL Tho oil was purified by flash 
chromatography (silica gel during with 5% methanol in dichloromethane) to provide an 
off-white gooey solid. This material was purified by flash chromatography (silica gel 
eluting with 5% methanol in dichloromethane) to provide a pinkish-white solid. This 

1 5 material was further purified by flash chromatography (silica gel eluting with ethyl 
acetate) to provide -1.0 g of HH[(3n:Moror*m^ 

c](mmolm^amine as an off-white solid, m.p. 60-62°C. Analysis: Calculated for 
Ci,H 2 iCIN4<> 'A H 2 0: %C, 65.41: %H, 5.62; %N, 14.54; Found: %C, 65.5; %H, 5.62; 
%N, 14.61. 

20 l H-NMR (300 MHz, DMSO-d6) 8 8.37 (s, 1H), 8.19 (d, /=» 8.3 Hz, 1H), 7.62 (dd, J« 8.3, 
1.5 Hz, 1H), 7.43 (dt,/= 8.3, 1.5 Hz, 1H), 7.18-7.28 (m, 3H), 7.09 (m, 1H), 6.52 (br s, 
2H), 5.24 (m, 1H), 4.48 (s, 2H), 4.01 (dd, /= 10.5, 6.6 Hz, 2H), 3.92 (dd, /= 10.3, 4.4 Hz, 
2H), 2.10 (quintet, J 7.3 Hz, 2H), 0.88 (t, 7.3 Hz, 3H) 
MS (CI) for C2,H 2l aN 4 0 m/z 381 (MH*), 185 
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Example 18 
frifluoro acetate 




Part A. 



Under a nitrogen atmosphere, N,N-{bi 8 tert-butoxycarbonyI>l-[2-{2- 
P^y°yloxy)emyl]-l/Hmi^ (0 50 & , m 

trietbylamine (0.39 mL, 2.79 nnnoQ) and anhydrous acetomtrile (10 mL) were combined. 
Toe resulting solution was heated to 80°C. As the reaction was heating, 2-iodoanfline 
10 (0.26 mL, 1 .18 mmol), copper (I) iodide (0.012 g) and 

mcmo^triphenylpbosphine^alladiumOI) (0.023 g) were added. Tie reaction mixture 
was heated at 80«C overnight The acetonitrile was removed under reduced pressure and 
the residue was purified by flash chromatography (silica gel ehrting with 3% methanol in 
dichloromethane) to provide 0.47 g of N^-(bis ^-butoxycarbonyl)-l-{2-{[3-(2- 
anunophenyl)p ro p-2-ynyl]oxy}emyr>l//-irmda Z o[4,5^ M a ^ 



solid 

It 



'H-NMR (300 MHz, DMSO-d6, I*)) S 8.47 (d,y = 3.6 Hz, 1H), 8 37 (s, 1H), 8.10 (d, J= 
9.6 Hz, 1H), 7.75 (m, 2H), 7.04 ( W - 72 Hz, IE), 6.80 (m, IK), 6.65 (d,/= 83 Hz. 1H), 

6.45 (W= 7 J Hz, 1H), 4.98 (U= 4.4 Hz, 2H), 4.36 (s, 2H), 4.08 (t, J= 4.9 Hz. 2H) 
20 L31(a,18H) 

PartB 

Catalyst (5% platinum on carbon) was added to a solution of N,N-(bis tert- 
b«toxycariK ) nyr h H2-{f3K2-arnmo P henyl)prop-2- y nyl] 

c]<mmolm^amine in methanol. The mixture was hydrogenated on a Parr apparatus at 50 
psi (3.5 Kg.cm J ) overnight. The reaction mixture was filtered through a layer of Celite® 
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filter aid and the filter cake was washed with additional methanol. The filtrate was 
concentrated under reduced pressure to provide an off-white solid. This material was 
purified by flash chromatography (silica gel eluting with dichlorome thane, then with 1% 
methanol in dichloromethane, then with 2% methanol in dichloromethane and finally with 
5 3% methanol in chchloromethane) to provide -0.25 g of N,N-(bis terr-butoxycarbonyl)- 1 - 
{2-[3-{2-amkophenyl)pTOpoxy]ethy as alight 

yellow ofl. 

'H-NMR (300 MHz, DMSO-d6) 5 8.23 (dd,7= 8.4, 0.9 Hz, 1H), 8.16 (dd, J= 8.4, 0.9 
Hz, 1H), 7.97 (s, 1H), 6.96 (dt, 7- 7.5, 1 .6 Hz, 2H), 6.87 (dd, 7.5, 1 .4 Hz, 1H), 6.62 
10 (dt, /= 73, 1.0 Hz, 1H), 6.57 (dd, J= 83, 1.1 Hz, 1H), 5.29 (s, 1H), 4.71 (t, /= 53 Hz, 
2H), 3.91 (t, J= 5.1 hZ, 2H), 338 (t,/- 6.0 Hz, 2H), 239 (t, 7= 7.4 Hz, 2H), 1.76 (m, 
2H),1.41(brs,18H) 

MS (CI) for C 31 H39N 5 0 3 m/z 562 (MH*), 462, 362, 229 
PartC 

15 A solution of the material from Part B in anhydrous dichloromethane (4 mL) was 

added with stirring to a solution of trifluoroacctic acid (2mL) and anhydrous 
dichloTomemane (2 mL) which had been cooled to 0°C. The reaction mixture was kept in 
an ice bam for about 2 hours and then it was allowed to warm to ambient temperature. 
The reaction mixture was stirred at ambient temperature overnight The volatiles were 

20 removed under reduced pressure to provide a pink oil. The oil was dissolved in ethyl 
acetate (~ 3mL) and triethylamine (~ 1 mL) was added dropwise. The mixture was 
allowed to stir for about an hour. The resulting precipitate was isolated by filtration to 
provide 0.13 g of l-{2-[3^2-ambophenyl)propoxy]e^ 

amine trifluoroacetate as a white solid Analysis: Calculated for C21H23N3O * C2HF3O2: 
25 %C, 58.10; %H, 5.09; %N, 14.73; Found: %C, 57.78; %H, 4.97; %N, 14.59. 

^-NMR (300 MHz, DMSO-46) 6 8.87 (br a, 1H), 8.49 (s, 1H), 836 (d, J~ 7.8 Hz, 1H), 
7.83 (d, J - 83 Hz, 1H), 7.72 (t, /- 73 Hz, 1H), 736 (t, 7.6 Hz, 1H), 6.81 (t, J= 7.6 
Hz, 1H), 6.51 (m, 2H), 632 (t, J- 6.8 Hz, 1H), 4.90 (t, J = 4.6 Hz, 2H), 3.85 (t, J = 4.9 
Hz, 2H), 333 (t, J= 6.1 Hz, 2H), 2.22 (t, J- 73 Hz, 2H), 1.55 (m, 2H) 
30 IR(KBr) 3414, 3335, 3253, 3019, 1738, 1202, 1185, 1131 cm* 1 

HRMS (EI) Calculated forC 2 iH23N $ 0 (M*) 361.1903, found 361.1903 
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Example 19 

4-{[2^4-Aj^o-1#-M^ 



5 




Part A 

2<l//-Imida2o[4,5^]quinolin-l-yl)ethanol (lig, 7.0 mmol) was added to a 
stirring mixture of a-bromo-p-tolunitrile (1.79 g, 9.1 mmol), sodium hydroxide (20 ml, 

1 0 50%), dichloromethane (20 ml), and beiizyltrime%lammomum chloride (0.06 g, 0 J 

mmol). The reaction was maintained for 18 hours and then diluted with dichloromethane 
(20 ml) and water (20 ml). The two phases were separated and the aqueous fraction was 
extracted with additional dichloromethane. The organic fractions were combined, washed 
with water, dried (MgS0 4 ), filtered, and concentrated. The residue was purified by flash 

15 column chromatography (silica gel, 9/1 drchloromethane/memano!) to provide 1.8 g of 4- 
{[2^1//-irnidazo[4,5^]qumolin-l-yl)emoxy]me 

'HNMR (500 MHz, DMSO-d,) 5 9.22 (s, 1H), 8.41 (s, 1H), 8.40 (d, M.1 Hz, 1H), 8.17 
(dd, J=8.3,1.2 Hz, 1H), 7.72 (dt, J=7.6,1.3 Hz, 1H), 7.66 (dt, J=7.6,1.3 Hz, 1H), 7.63 (d, 
J=8. 3 Hz, 2H), 7.25 (d, J-8.2 Hz, 2H), 4.97 (t, J=5.1 Hz, 2H), 4.53 (s, 2H), 3.97 (t, J-5.5 
20 Hz,2H); 

MS(CI)rn/e329(M+H). 
PartB 

3-OiloropeToxybenzoic acid (1.6 g, 5.5 mmol, 60% by weight) was slowly added 
to a solution of 4-{2^Lff-irmdazo[4,5^]qumoh^ (1.8 & 

25 5.5 mmol) in chloroform (50 ml). The reaction was maintained overnight and then 
sequentially washed with saturated sodium bicarbonate (200 ml), water (2 X 100 ml), 
dried (MgS0 4 ), filtered, and concentrated to provide 1.4 g of l-{2-[(4- 
cyanobenzyI)oxy]ethyl } -l/f-inn*Q^[4,5^]quinoliiie-5N-oxide. 
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PartC 

Trichloroacetyl isocyanate (0.73 ml, 6.1 mmol) was added dropwise to a solution 
of l-{2-[(4-cyanobenzyl)oxy]e^ (1.4 g, 4.1 

mmol) and dichloromethane (25 ml). The reaction was maintained overnight and then 

5 concentrated. The resulting red solid was dissolved in methanol (1 00 ml) and sodium 
mcthoxide (4 ml, 25% in methanol) was added dropwise. The reaction was rrmintained 
overnight The crude product formed as a precipitate and was isolated by filtration. 
Purification of the solid by recrystallization (isopropyl alcohol) followed by flash column 
chromatography (silica gel, 9/1 mchlonraietrianeAnetnanol) provided 1.0 g of 4-{[2-(4- 

10 ammo-l//-irmdazo[4,5<to as a white solid, m.p. 

238.1-239.2 °C. 

! H NMR (300 MHz, DMSO-d«) 5 8.19 (s, 1H), 8.07 (dd, J-8.2,1 .0 Hz, 1H), 7.67 (d, J=8.4 
Hz, 2H), 7.62 (dd, J=8.4,l.l Hz, 1H), 7.43 (dt, J-7.6,13 Hz, 1H), 7.30 (d, J=8.4 Hz, 2H), 
7.21 (dt, J-7.6, 1.3 Hz, 1H), 6.56 (s, 2H), 4.86 (t, J=5.1 Hz, 2H), 4.55 (s, 2H), 3.93 (t, 
15 J-5.1Hz,2H); 

IR(KBr) 3456, 3285, 31 17, 3069, 2228, 1637, 1583, 1526, 1481, 1397, 1372, 1353, 1252, 
1097,884,822,760 cm* 1 ; 

MS (EI) m/c 343.1440 (343.1433 Calculated for C20H17N5O); 
Analysis: Calculated for C20H17N5O: %C, 69.96; %H, 4.99; %N, 20.39. Found: %C, 
20 70.09; %H, 4.90; %N, 20.16. 

Example 20 

2-(Emoxymethyi)-l -<2- { [6-{4-phenyIbutoxy)hexyl]oxy } ethyl> 
" l//-irmdazo[4^-c]qumo]ine-4-amine 

25 
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Part A 

A solution of 2-[2^ethoxymetbyI)-l#-ii^ (1-0 g, 

v 3.7 mmol) in N^-KJnncthylfonnamido (20 ml) was added dropwise to a suspension of 
sodium hydride (0. 1 9 g of a 60% dispersion in mineral oil, 4.8 mmol) in N,N- 

5 dimemylformarnide (10 ml). The reaction was maintained for 45 minutes followed by the 
dropwise addition of {44(6-bromohexyI)oxy]butyI}benzene (1.6 g, 5.1 mmol). The 
reaction was stirred overnight at room temperature and then partitioned between ethyl 
acetate and water. The two phases were separated and the aqueous fraction was extracted 
with additional ethyl acetate. The organic fractions were combined, washed with water, 

10 dried (MgSOO, filtered, and concentrated. The crude product was purified by flash 
column chromatography (silica gel, 4:1 ethyl acctate/hexanes) to provide 0.81 g of 2- 
(emoxymefoyI)-H2- {[6^4-pheny 
as a brown oil. 

15 PaitB 

3-Chloroperoxybenzoic acid (0.47 g, 1.6 mmol, 60% by weight) was slowly added 
to a solution of 2KeAoxymetbyl)-l^-{[6^4-phe^ 

imidazo[4 f 5^]quinoline (0.81 g, 1.6 mmol) in chloroform (15 ml). The reaction was 
maintained overnight and then sequentially washed with saturated sodium bicarbonate and 
20 water, dried (MgSC>4), filtered, and concentrated to provide 0.7 g of 2-<ethoxymethyl>l - 
(2-{[6^4-phenylbutoxy)hexyl]oxy}^ as an 

orange solid. 

PartC 

25 Trichloroacetyl isocyanate (0.25 ml, 2. 1 mmol) was added dropwise to a solution 

of2^emoxyme^ylH<2-{[6^4-pheity^^ 

c]qumolin-5N-oxide (0.7 g, 1 .4 mmol) and dichloromethane (20 ml). The reaction was 
maintained for 2 hours and sodium methoxide (2.5 ml, 25% in methanol) was added 
dropwise. The reaction was maintained overnight The mixture was filtered and tho 
30 filtrate amcentrated. Purification of the filtrate by flash column chromatography (silica 
gel, 97:3 ethyl acetate/methanol) provided 0.22 g of 2-(ethoxymethyl)-l-<2-{[6-(4- 
phenyfoutoxy)hexyl]oxy}emy^ as a colorless oil. 
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'H NMR (300 MHz, DMSO-d,) 5 8.10 (d, J=7.9 Hz, 1H), 7.62 (d, J=7.9 Hz, 1H), 7.43 ft 
J=7.3 Hz, 1H), 7.28-7.12 (m, 6H), 6.55 (s, 2H), 4.79 (broad s, 4H), 3.82 (t, J=5.3 Hz, 2H), 
3.55 (q, J-7.0 Hz, 2H), 3.33-3.22 (m, 6H), 2.56 (t, J=7.2 Hz, 2H), 1.62-133 (m, 8H), 1.18- 
1.10 (m,7H); 

MS (EI) m/e 518.3263 (518.3256 Calculated for CaiH^Oj); 
Analysis: Calculated for C 3 ,H42N40 3 : %C, 71.78; %H, 8.16; %N, 10.80. Found: %C, 
71.20; %H, 8.39; %N, 10.68. 



M2-[3^enzyloxy)r^oxy]e% 



A solution of 2-[2-(cthoxymcthyI)-lH-imidazo[4^-c]qum g, 
3.7 mmol) in N^-dimethylfoxmamido was added dropwise to a suspension of sodium 
hydride (0.19 g of a 60% dispersion in mineral oil, 4.8 mmol) in N,N-d^emyIformarriidc 
(20 ml). The reaction was maintained for 2 hours followed by the dropwise addition of 
benzyl 3-bromopropyl ether (0.72 ml, 4.1 mmol). The reaction was stirred overnight at 
100°C, quenched by pouring over ice, and extracted with ethyl acetate. The organic 
fractions were washed with water, dried (MgS0 4 ), filtered, and concentrated The crude 
product was purified by flash column chromatography (silica gel, 4:1 ethyl 
acetate/hexanes) to provide 0.45 g of l-{2-[3^enzyloxy)propoxy]ethyl}-2- 
(cthoxymemyl)-! /f-rmidflzo[4,5^]r ninm 1fnft as a brown oil 

l-{2-[3^nzyloxy)pTopoxy]etrryl} ^^emoxyme^l^l/Z-uinda^^^^lqumoiine 
was converted to l-{2-[3-{berizyloxy)propoxy]e%^ 

c]qumolin-4-ainine using the general methods described in Parts B and C of Example20. 
Purification by flash column chromatography (silica gel, 95/5 ethyl acetate/methanoJ) 
provided the desired product as a colorless oil. 



Example 21 



amme 
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! H NMR (300 MHz, DMSO-d«) 5 8.1 1 (dd, J=8.2,0.8 Hz, 1H), 7.62 (dd, J=8.3, 12 Hz, 
1H), 7.44 (dt, J-7.6,12 Hz, 1H), 7.32-7.19 (m, 6H), 6.56 (s, 2H), 4.85^.77 (m, 4H), 4.26 
(s, 2H)^3.84 (t, J=5.4 Hz, 2H), 3.54 (q, J=7.0 Hz, 2H), 3.40 (t, J=62 Hz, 2H), 326 (t, 
J=62 Hz, 2H), 1.63 (jpcntet, J-6.3 Hz, 2H), 1.15 (t, J-7.0 Hz, 3H); 
5 n C NMR (125 MHz, DMSO-d<) 8 152.0, 149.5, 145.2, 138.5, 133.3, 128.1, 127.4, 127.3, 
126.8, 126.3, 126.25, 121.0, 120.6, 114.8, 71.8, 69.0, 67.5, 66J, 65.4, 64.4, 45.4, 29.4, 
14.9; 

IR (KBr) 3305, 174, 2970, 2925, 2864, 1633, 1583, 1533, 1481, 1437, 1386, 1099, 754, 
737,698 cm* 1 ; 

10 MS (EI) m/e 434.2318 (4342317 Calculated for C25H30N4O3). 



Example 22 

1 -[2-(3-Fhenylpropoxy)ethyl]- l//-imidazo[4 > 5-c]quinolin-4-amiiie 




According to the general method of Example 20 (Parts A-C), 2-{ltf-imidazo[4,5- 
c]qumolm-l-yl)ethanol and (3-bromopropyl)benzene were combined to provide l-[2-(3- 

20 phenylprorx>xy)emyl]-lif-im^ as a white solid. 

'H NMR (300 MHz, DMSO-d<0 5 8.17 (s, 1H), 8.12 (d, J=*72 Hz, 1H), 7.64 (dd, 1=8.3,1.0 
Hz, 1H), 7.45 (m, 1H), 7.24 (m, 1H), 7.16-7.08 (m, 3H), 6.92-6.89 (m, 2H), 6.60 (s, 2H), 
4.81 (t, J-5.1 Hz, 2H), 3.82 (t, J-5.1 Hz, 2H), 329 (t, J-6.1 Hz, 2H), 2.38 (m, 2H), 1.63 
(m, 2H), 1 J6-1 25 (m, 8H), 0.88 (t, J=72 Hz, 3H); 

25 l3 CNMR (75 MHz, CDa 3 ) 6 151.5, 144.9, 142.6, 141.4, 132.6, 1283, 1282, 127.4, 
127.1, 125.8, 1222, 119.8, 1 15.4, 70.4, 68.6, 47.6, 32.0, 30.9; 
MS (EI) m/e 347.1882(347.1872 Calculated for C21H22N4O). 
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Example 23 

H2-{[3^3^DimethylphenyI)-2-pn)pynyl]oxy}ethyl]- 
l//-imidazo[4,5^]quinolin-4-amine 




Under a nitrogen atmosphere, 1 -P^-propynyloxyJe^y-l/f-imidazo^^- 
c]qumolm^aminc (0.5 g, 1.9 mmol), copper (1) iodide (0.036 g, 0.2 mmol), 4-iodo-ortto>- 
xylene (0.5 g, 2.1 mmol) and pyrrolidine (10 mL) were combined and stirred at ambient 
temperature. DicMorobis(rrrphmylphosph (0.066 g, 0.1 mmol) was added 

10 and the reaction mixture was stirred at ambient temperature for 1 hour. Analysis by TLC 
(30% methanol in chloroform) indicated that starring material was still present The 
reaction mixture was heated at 65°C overnight The pyrrolidine was removed under 
reduced pressure. The resulting residue was triturated with dichloromethane containing 
methanol. The insoluble material was isolated by filtration and then recrystallized from 

15 toluene (40 mL) to provide 0.1 g of K2-{[3^3,4-mmethyfphenyl>-2-propynyI]oxy}ethyl]- 
lH-nmdazo[4,5H:]o^iinolm^amine as a solid, m.p. 214-21 6°C. Analysis: Calculated for 
C23H22N4O: %C, 74.57; %H, 5.99; %N, 15.12; Found: %C, 74.24; %H, 5.98; %N, 15.08. 
'H-NMR (300 MHz; DMSOd*) 5 (ppm) 8.167(s,lH), 8.1 12(d r N7.3Hz,lH), 
7.628(o\J~8 JHZ.1H), 7.44(U=7.3Hz,lH), 7.232(tJ==6.8Hz,lH), 7.078(dJ=7.8Hz,lH), 

20 7.024(s,lH), 6.952(d>7.9Hz,lH), 6.586(s,2H), 4.849(U=5Hz£H), 4.365(s,2H), 
4.015(U-5.6Hz,2H), 2.197(jtf H), 2.159(s,3H). 

Examples 24 - 27 

The compounds in the table below were prepared according to the synthetic 
25 method of Reaction Scheme I above using the following general method. 

80 



WO 02/46189 PCT/US01/46581 

2 -(4- Amino- 1 //-miidazo [4,5-c]qumolm- 1- yI)-2-emylethanol (25 mg) was placed 
in a 2 dram (7.4 mL) viaL Sodium hydride (1 ,75 eq of 60% in mineral oil) and N,N- 
dimcthylformamide (1 mL) were added. The vial was placed on a sonicator for about 10 
minutes at ambient temperature to allow the alkoxide to form. The halide (1.75 eq) was 

5 added and the vial was placed back on the sonicator for about 30 to 60 minutes at ambient 
temperature. The reaction mixture was analyzed by LC/MS to confirm the formation of 
the desired product The reaction rnixture was purified by semi-preparative HPLC. The 
semi-prep HPLC fractions were analyzed by LC-APCI/MS and the appropriate tractions 
were combined and lyophilized to provide the trifluoroacetate salt of the desired product, 

10 which was confirmed by accurate mass and l H NMR. The table below shows the structure 
of the tree base and the theoretical mass (TM) and the measured mass (MM). 



Example 
# 


Structure of the Free Base 


Purification 
Method 


Mass Measurement 
(Da.) 


24 




A 


TM - 346.1794 
MM = 346.1795 


25 




A 


TM = 360.1950 
MM = 360.1955 
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Example 
# 


Structuie of the Free Base 


Purification 
Method 


Mass Measurement 
(Da.) 


26 




A ^ 


TM = 414.1 667 
MM = 414.1678 


27 


Br 


A 


TM =» 424.0899 
MM = 424.0902 



Examples 28 -41 

The compounds in the table below were prepared according to the synthetic 
method of Reaction Scheme I above using the following general method. 
5 The 4-armno-Lr/-imida2o[4^^]qumolm-l-yl alcohol (25 mg) was placed in a 2 

dram (7.4 mL) vial. Sodium hydride (1 .2 eq of 60% in mineral oil) and N»N- 
dmiemylformanude (1 mL) were added. The vial was placed on a sonicator for about 1 
hour at 50°C to allow the alkoxide to form. The halide (1.2 eq) was added and the vial 
was placed back on the sonicator for about 1 to 2 hours at 50°C. The reaction mixture 

10 was analyzed by LC/MS to confirm the formation of the desired product. The reaction 
mixture was purified by semi-preparative HPLC. The semi-prep HPLC tractions were 
analyzed by LOAPCI/MS and the appropriate fractions were combined and ryophilized to 
provide the trifluoroacetate salt of the desired product, which was confirmed by accurate 
mass and *H NMR. The table below shows the structure of the tree base and the 

15 theoretical mass (TM) and the measured mass (MM). 
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Example 


Structure of the Free Base 


Purification 


Mass Measurement 


# 




Method 


(Da.) 


28 




A 


TM=» 394.1794 
MM ="394.1791 


29 


V 

a 


A 


TM 30 428.1404 
MM = 428.1396 


30 


NH, 

CrLO 


A 


TM = 428.1404 
MM =428.1397 


31 




A 


TM - 408.1950 
MM =408.1956 
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Example 


Structure of the Free Base 


Purification 


Mass Measurement 


# 




Method 


(Da.) 


32 


NH 2 


A 


TM- 408.1950 
MM =408.1956 


33 




A 


TM- 346.1794 
MM =346.1791 


34 


CI 


A 


TM = 380.1404 
MM -380.1399 


35 




A 


TM = 380.1404 
MM =380.1399 
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Example 


Structure of the Free Base 


Purification 


Mass Measurement 


ft 




ryieinoa 


(Da.) 


36 


NH 2 

\ 


x A 


TM = 360.1950 
MM -360.1942 


37 


NH, 


A 


TM = 360.1950 
MM -360.1941 


38 




A 


TM = 380.1404 
MM =380.1400 


39 


NH, 


A 


TM = 371.1746 
MM -371.1751 
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Example 


Structure of the Free Base 


Purification 


Mass Measurement 


# 




Method 


(Da.) 


40 


NH 2 

- IjO> 

v 


A 


TM = 380.1404 
MM =380.1398 


41 


\ 

— o 


A 


TM = 376.1535 
MM =376.1536 



Examples 42 - 88 

The compounds in the table below were prepared according to the synthetic 
5 method of Reaction Scheme I above using the following general method. 

The 4-anmio-li/-irmdazo[4 > 5-c]qumolrn-l -yl alcohol (25 mg) was placed in a 2 
dram (7.4 mL) vial. Sodium hydride (1 .2 eq of 60% in mineral oil) and N,N- 
dimethylforrnarnide (1 mL) were added. The vial was placed on a sonic a tor for about 15 
to 30 minutes at ambient temperature to allow the aUcoxide to form. The halide (1 .2 eq) 
1 0 was added and the vial was placed back on the sonicator for about 1 5 to 120 minutes at 
ambient temperature. The reaction mixture was analyzed by LC/MS to confirm the 
formation of the desired product The reaction mixture was purified by semi-preparative 
HPLC. The semi-prep HPLC tractions were analyzed by LC-APCI/MS and the 
appropriate fractions were combined and Jyophilized to provide the trifhioroacetate salt of 
15 the desired product, which was confirmed by accurate mass and ! H NMR. The table 
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below shows fee structure of the free base and the theoretical mass (TM) and the measured 
mass (MM) or nominal mass (NM). 



Example 


Structure of the Free Base 


Purification 


Mass Measurement 


# 




Method 


(Da.) 


42 


NH a 


A 


TM - 318.1481 




^•v. hi 




MM = 318.1482 










h 






43 


NH, 

IT) 

oik 

o \ 


A 


TM- 328.1535 
MM = 328.1534 


44 




A 


TM = 377.1488 
MM = 377.1487 


45 


NHj 


A 


TM -430.1617 
MM -430.1614 
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Example 


Structure of the Free Base 


Purification 


Mass Measurement 


# 




Method 


(Da.) 


46 


ox 

N 


A 


TM = 371.1746 
MM = 371.1746 


47 


NH 2 


A 


TM- 380.1404 
MM = 380.1394 


48 




A 


TM = 430.1617 
MM = 430. 1613 


49 


jrvv 


A 


TM = 360.1950 
MM = 360.1949 
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Example 
# 



Structure of the Free Base 



Purification 
Method 



Mass Measurement 
Pa.) 



50 



NH, 




TM = 346.1794 
MM = 346.1781 



51 




o-ii 

o 



TM = 363.1331 
MM = 363.1324 



52 




1 

CI 



TM = 366.1247 
MM = 366.1243 



53 




TM = 400.0858 
MM = 400.0856 
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Example 


Structure of the Free Base 


Purification 


iviius 1Y1C33U1 CliidlT 


# 




Method 




54 




A 


TM = 364.133 1 




U V 




MM = 364.1352 










0 






55 




A 


TM = 405.1801 
MM = 405.1794 


56 


U V p.. . 

O N-0 


A 


TM = 377.1488 
MM = 377. 1490 


57 


ju3 - 

[|l V. °-N 


A 


TM = 391.1644 
MM = 391.1637 
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Example 


Structure of the Free Base 


Purification 


Mass Measurement 


# 




Method 


(Da.) 


58 


0 


A 


TM- 391.1644 
MM = 391.1637 


59 


NH, 

h 


A 


TM - 360.1950 
MM = 360.1938 


60 




A 


TM=* 394.1560 




(J 




MM = 394.1558 


















V 








a 






61 




A 


TM- 394.1560 








MM = 294.1557 

























91 



WO 02/46189 



PCT/US01/46581 



Example 
# 


Structure of the Free Base 


Purification 
Method 


Mass Measurement 


62 


a 


A 


TM- 428.1 171 
MM « 428.1 159 


63 




A 


TM» 428. 1824 
MM =* 428.1 826 


64 


w 
N 


A 


TM «- 385.1903 
MM = 385.1904 


65 


NHj 


A 


TM = 385.1903 
MM = 385.1897 ! 
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Example 


Structure of the Free Base 


Purification 


Mass Measurement 


# 




Method 


(Da.) 


66 


NH, 

o 


A 


TM = 418.2005 
MM = 418.2013 


67 


NH, 

(TV 

0^ 


A 


TM- 388.2263 
MM = 388.2257 


68 




A 


TM- 400.1511 
MM = 400. 1507 


69 


NH, 

(TV 


A 


TM = 382.1794 
MM = 382.1788 
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Example 

ii 

ft 


Structure of the Free Base 


Purification 
Metnoci 


Mass Measurement 
(Da.) 


74 


Q 


A 


TM = 400.151 1 
MM = 400.1512 


75 


NH 2 

a 


A 


TM = 346.1794 
MM -346.1799 


76 


IT > 

4 


A 


TM =* 360.1950 
MM* 360.1953 
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Example 
# 


Structure of the Free Base 


Purification 


Mass Measurement 




Method 


(Da.) 


71 




A 


TM = 360.1950 
MM = 360.1941 




















P 






78 

/ o 


<& 


A 


TM = 414.1667 
MM =* 414.1670 




s 




1 










79 




A 


TM= 452 






NM[M+Ef ! =453 
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Example 


oTTuCtuic oi wc rree case 




lvwss ivi caoiircni en i 


» 




Method 


(Da.) 


80 


NH 2 

CO/ 


A 


TM- 360 
NM[M+Hf ! = 361 


81 


NH, 

u 


A 


TM- 360 
NM[M+H] +I =361 


82 


o 


A 

A 


1 IVI — J 

NM [M+H] +l = 

375.2 


83 


NH 2 


B 


™ = 379.1281 




IjC> 

o 




MM = 379.1278 
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Example 
# 


Structure of the Free Base 


Purification 
Method 


Mass Measurement 

(Da 1 


84 


NH 2 ~— 


fi 


™ = 348.1586 " 
MM -348.1588 
















85 


NH 

JQ3 

(J 

s 


B 


TM~ 362.1743 
MM = 362. 1736 


86 


s 


B 


TM = 362.1743 






MM = 362.1 748 
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Example 1 
# 


Structure of the Free Base 


Purification 
Method 


Mass Measurement 
(Da.) 


87 


NH 2 

u 

V 

N 


B 


TM = 373.1539 
MM = 373.1546 


88 


i JO> 


B 


TM- 373.1539 
MM = 373.1543 



Examples 89 - 96 

The compounds in the table below were prepared according to the synthetic 
5 method of Reaction Scheme V above using the following general method. 

2^4~Amin0-2-butylA7,8^ 
(25 mg) was placed in a 2 dram (7.4 mL) vial. Sodium hydride (1 2 eq of 60% in mineral 
oil) and N^-Knmethylfotmamide (1 mL) were added. The vial was placed on a sonicator 
for about 1 5 minutes at ambient temperature to allow the alkoxide to form. Thehalide 
10 (l-2eq) was added and the vial was placed back on the sonicator for about 15 rninntes at 
ambient temperature. The reaction mixture was analyzed by LC/MS to confirm the 
formation of the desired product The reaction rnixturo was purified by semi-preparative 
HPLC. The semi-prep HPLC factions were analyzed by LC-APCI/MS and the 
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appropriate fractions were combined and lyopnilized to provide the trifluoroacetate salt of 
the desired product , which was confirmed by accurate mass and 'H NMR. The table 
below shows the structure of the free base and the theoretical mass (TM) and the measured 
mass (MM). 



Example 
# 


Structure of the Free Base 


Purification 
Method 


Mass Measurement 
(Da.) 


89 




B 


TM- 412.2030 
MM ~ 412.2023 










90 




B 


TM » 392.2576 
MM - 392.2575 


91 


NH, 

Y 

CF 3 


B 


TM = 446.2293 
MM - 446.2287 
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Example 


Structure of the Free Base 


Purification 


Mass Measurement 


# 




Method 


(Da.) 


92 


NH, 


B 


TM = 446\2293 
MM = 446.2288 


93 


V 

ill 

N 


B 


TM = 403.2372 
MM = 403.2365 


94 


NH 3 

N 


B 


TM =» 403.2372 
MM = 4032370 


95 




B 


TM = 434.3046 
MM = 434.3047 
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Example 
# 




Purification 
Method 


Mass Measurement 
(Da.) 


96 




B 


TM = 409.21 14 
MM -409.21 17 



Examples 97 - 100 
The compounds in the table below were prepared according to the synthetic 
method of Reaction Scheme m above using the following general method. 

A 1 mL portion of a solution prepared by dissolving 0.5 g of l-(4-amino- IH- 
imida^oKS^qumolin-l-yl^pan^-ol in N^rme%lfdrmamide (20 mL) was added 
to a 2 dram (7.4 mL) glass vial containing the phenol (2 eq.). Triphenyrphosphine (54 mg, 
2 eq.) dissolved in N.N-dimethylfoimamide (1 mL) was added to the vial. The resulting 
slurry was sonicated to dissolve the phenol. Diethyl azodicarboxylate (36 mg, 2 eq.) was 
added neat The reaction mixture was sonicated for about 30 minutes and then shaken 
overnight at ambient temperature. The reaction mixture was purified by semi-preparative 
HPLC using Method A. The compounds of Examples 99 and 100 were provided as the 
trifluoroacetato salts The products were confirmed by accurate mass and ! H NMR. The 
15 table below shows the structure of the free base and the theoretical mass (TM) and the 
nominal mass (NM). 



10 



Example # 


Structure 


Mass Measurement 


97 


0\ f 

0 J 

Q 


TM-343 
NM[M+H] +, -344 
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Example # 


Structure 


Mass Measurement 


98 


NH 2 






Q 


TM = 384 




NM[M+H] +, = 385 




w > 

N 




99 








XX) 


TM-348 




NM[M+H] +, -349 




? 




100 


HH 2 






XX? 

0 

\ 


TM = 430 
NM[M+H] +, =431 



Examples 101 - 104 
The compounds in the tabic below were prepared according to the synthetic 
5 method of Reaction Scheme ID above using the following general method. 

A 1 mL portion of a solution prepared by dissolving 0.5 g of 2-(4-ammo-17/- 
moichzo[4,5-c)quinolin- 1 -yl>2-ethylethanol in N^^elhylfonnamide (20 mL) was 
added to a 4 dram (15 mL) glass vial coutaming the phenol (2 eq.). Triphenylpbosphine 
(51 mg, 2 oq.) dissolved in N^^emylformamide (1 mL) was added to me vial Diethyl 
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10 



azodicaiboxylate (34 mg, 2 eq.) was added neat The resulting solution was sonicated for 
about 2 minutes and then shaken overnight at ambient temperature. Analysis by HPLC 
indicated that the reaction was not complete. The solvent was removed under vacuum. 
The resulting ofl was dissolved in 1 mL of tetrahydroturan containing triphenylphosphine 
(2 eq.). Diethyl azodicaiboxylate (2 eq.) was added neat The reaction mixture was shaken 
at ambient temperature overnight Analysis by HPLC indicated that the reaction was 
complete. The reaction mixture was purified by serm-prepararive HPLC using Method B 
The semi-prep HPLC fractions were analyzed by LC-APd/MS and the appropriate 
fractions were combined and ryophilized to provide the trifluoroacetate salt of the desired 
product, which was confirmed by accurate mass and ! H NMR. The table below shows the 
structure of the free base and the theoretical mass (TM) and the nominal mass (NM). 



Example # 


Structure of the Free Base 


Mass Measurement 


101 


0 

Q 


TM = 398 
NM[M+Hf ! -399 


102 


o J 

Q 


TM-357 
NM[M+H] +I = 358 
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Example # 


Structure of the Free Base 


Mass Measurement 


103 




TM-444 
NM[M+H] +l =445 


104 




TM-389 
NM[M+H] +, «390 



Example 105 

1 ^2-Plimoxye%l)-l^iimdazo[4 > 5^]qumolin^-amine 

us 

2^4-Animo-lJWmid^ (25 mg, 0.108 mmol) and 

N^-dmemylformamidc (1 mL) were combined. Phenol (12 mg, 0.130 mmol) and 
triphearylphosphme (34 mg, 0.130 mmol) were added and the resulting slurry was 
sonicated for about 1 minute. Diethyl azodicarboxylate (23 mg, 0.130 mmol) was added 
and the reaction mixture was shaken at ambient temperature for 24 hours. Analysis by 
LC-MS showed that a major amount of starting material remained. An additional 
equivalent each of phenol, triphenyiphosphme and diethyl azodicarboxylate were added. 

105 



WO02/46,M PCT/US01/4658, 



The reaction mixture was sonicated for 30 minutes. After I hour analysis by LC-MS 
showed product The solvent was removed and the residue was purified by semi- 
preparative HPLC using Method A. Mass Measurement TM = 304, NMp^l+Hf 1 = 305. 

Example 106 
1-[(1-Phraoxyme%l)propyl]^ 



15 




2^4-Ammo-ltf-imiato^ (50 mg, 0.195 mrnol) 

and NJ^^dimemyifonnamide (2 mL) were combined. Phenol (37 mg, 0.390 mrnol) and 
10 triphenylphosphme (102 mg) were added followed by diethyl azodicarboxylate (67 mg, 
0.390 mrnol). The resulting solution was sonicated for 1 hour. Analysis by LC-MS 
showed product and a small amount of starting material. The solvent was removed and 
the residue was purified by semi-preparative HPLC using Method A. Mass Measurement 
TM - 332, NMfM+H]* 1 = 333. 



Example 107 
1 - {(IRyi -[(Prop-2-ynyloxy)memy^ 




Part A 

20 Crude 4-cliloTO-3-mtroqumolme (413.8 g, 1 eq.) was dissolved in dichloromethane 

(1.65 L). The solution was heated to reflux and then filtered through a layer of CelitdS) 
filter agent The filtrate was cooled to 5°C with stirring. Trie%larnine (305.4 mL, 1.1 
eq.) was added in a single portion. The reaction mixture was stirred for 15 minutes. 
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(R)-{-}-2- Amino- 1 -butanol (205 mL, 1.1 cq.) was added drop wise whfle maintaining die 
temperature of the reaction mixture below 40°C. The reaction mixture was allowed to stir 
at ambient temperature for several days. The reaction mixture was cooled to -30°C. A 
yellow precipitate was isolated by filtration, washed with very cold dichlbromethane and 
5 men sucked dry. The solid was slurried for 1 hour with cold 80/20 watex/methanol (1 L), 
isolated by filtration, washed with cool water, washed with very cold methanol (2 X 300 
mL), and men sucked dry on the filter overnight to provide 475 g of (2R)-2-{(3- 
mtroG^nnolin-4-y l)amino]butan- 1 -ol. 
PartB 

10 (2R)-2-[(3 -Nitro<rumolm-4-yl)ai]iino]butan- 1 -ol (238 g), isopropanol (5 L) and 

catalyst (23.8 g of 5% platinum on carbon) were combined in a stainless steel vessel and 
hydrogenated at 50 psi (3.5 Kg/cm 2 ) for 16 hours. The reaction mixture was filtered 
through a layer of Celtic® filter agent to remove the catalyst The filtrate was 
concentrated under reduced pressure to provide 2083 g of (2Ry2-[(3-ammoquinolin-4- 

1 5 yl)amino]butan-i-ol as an amber oil. The reaction was run a second time on the same 
scale. 
PartC 

(2R)-2-t(3-Ainmoqumolm^-yl)ammoJbutan-l-ol (416.0 g, 1 eq.) and 
triethylorthoformate (1.2 L, 4 eq.) were combined and slowly heated to 145°C. Ethanol 
20 was distilled off as it formed during the reaction. After -500 mL of ethanol had been 
distilled oft the reaction mixture was allowed to cool to 50°C under a nitrogen 
atmosphere. Excess tricthyLorthofomiate was removed under reduced pressure to provide 
crude (2/()-2^1tf-imidazo[4,5^]qum^ 
PartD 

25 A mixture of (2/?)-2^1//-mndazo[4,5<]quir^^ (4343 g) and 

acetic anhydride (1.2 L) was slowly heated over a period of about 2 hours to 100°C. The 
reaction mixture was allowed to cool to ambient temperature overnight Methanol (2.5 L) 
was added and the reaction mixture exotbermed to produce a vigorous reflux. The 
reaction mixture was heated at reflux for an additional 2 hours, cooled to ambient 

30 temperature and then concentrated under reduced pressure. The residue was diluted with 
water and then made basic with sodium bicarbonate. Analysis of the resulting oil by TLC 
(20% methanol in ethyl acetate) showed two products and no starting material. The oil 



107 



WO 02/46189 



PCT/US01/46581 



was extracted into ethyl acetate. The organic layer was washed with water, dried over 
magnesium suliate, filtered and then concentrated under reduced pressure to provide 359.3 
g of a residue. This material was combined with acetic anhydride (1 .6 L) and then heated 
to reflux for 1 hour. The reaction mixture was allowed to cool to ambient temperature 
5 overnight and then concentrated under reduced pressure. Analysis of the residue by TLC 
showed a single product spot The residue was diluted with water (1 L), made basic (pH 8) 
with saturated sodium bicarbonate solution and then stirred for 1 hour. The resulting 
precipitate was isolated by filtration, washed with water and then dried in a vacuum oven 
overnight at 60°C to provide (2/?>2-(li/.mndazo[4,5^]q^ouii--l-yl)butyl acetate as a 
10 brown solid. 
PartE 

Sodium methoxide (163.0 g of 25% in methanol, 1.1 eq.) was added in a single 
portion to a solution of (2/t)-2^1if-mndazo[4,5^]<mm^ acetate (194.0 g, 1 

eq.) in methanol (970 mL). The reaction mixture was stirred at ambient temperature for 3 

15 hours and then concentrated under reduced pressure. The residue was diluted with water 
(1 L), neutralized (pH 6-7) with acetic acid and then stirred at ambient temperature 
overnight The resulting precipitate was isolated by filtration, washed with water (2 X 200 
mL), air dried on the filter and then dried in a vacuum oven overnight at 50°C to provide 
145.5 g of (2fl>2-( 1 /f-imidazo [4 ,5 -cjquinolin- 1 -yl)butan- 1 -ol as a solid. 

20 PartF 

(2J?)-2-( 1 //-Imidazo[4, 5 -c] quinolin- 1 -y l)butan- 1 -ol (19 g, 78.8 mmol) was added 
to a mixture of sodium hydroxide (124 mL of 50%), dichloromethane (1 50 mL), 
benzyltrimethyl ammonium chloride (0.73 g), and propargyl bromide (1 1.4 mL, 102 
mmol). The reaction mixture was allowed to stir at ambient temperature overnight The 

25 reaction mixture was diluted with dichloromethane and water. The aqueous fraction was 
extracted multiple times with dichloromethane. The organic fractions were combined, 
washed with water, dried over magnesium sulfate, filtered and then concentrated under 
reduced pressure. The residue was purified by column chromatography eluting with ethyl 
acetate to provide 20.9 g of H(lR)44(prop-2-ynyloxy 

30 cjquinoline as a brown liquid. 
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PartG 

3-ChIotopcroxybcnzoic acid (15.0 g of 57-86%) was added to a chilled (0°) 
mixture of the material from Part F and chloroform (250 mL). After 0.5 hour the reaction 
mixture was allowed to warm to ambient temperature. The progress of the reaction was 

5 monitored by TLC and two additional portions of 3-chloroperoxybenzoic acid (3.75 g) 
were added. When the reaction was complete, it was washed with sodium bicarbonate. 
The aqueous traction was extracted with ethyl acetate. The organic tractions were 
combined, dried over magnesium sulfate, filtered and men concentrated under reduced 
pressure to provide l-{(lR)-l-[(prop-2-ynylox^ 

1 0 c]o^imoline-5N-oxide as a brown oil which solidified overnight 
PartH 

Trichloroacetyl isocyanate (10.7 mL) was added dropwise to a mixture of the 
material from Part G and anhydrous dichloromethane (300 mL). After 1 hour analysis by 
TLC indicated that the reaction was not complete so more trichloroacetyl isocyanate (2 
1 5 mL) was added. After 1 hour the reaction mixture was concentrated under reduced 
pressure to provide 22,2-tricWoro-N^l-tfl^^ 
imia^o[4,5^]qumolm^yl)acetamide as a yellow solid. 
Parti 

Sodium methoxide (57 .5 mL of 25% in methanol) was added to a mixture of the 
20 material from Part H and methanol (250 mL). The reaction mixture turned homogeneous 
after 0.5 hour and was stirred overnight. The reaction mixture was concentrated under 
reduced pressure. The residue was purified by column chromatography eluting with 80/20 
mchloromethane/methanol to provide a solid. The solid was washed with diethyl ether, 
recrystallized from toluene and then dried in an oven at 60°C overnight to provide 9.77 g 
25 of I - {( 1 R> 1 -[(prop-2-ynyloxy)methyl]pTopy 1} - l/Y-imidazo[4 ,5^]quinohn^-amine as a 
crystalline solid. 

! H-NMR (300 MHz, DMSO-d6) 6 8.37 (s, 1 H), 8.19 (d, J=8.3 Hz, 1 H), 7.65 (dd, J=83, 
1.5 Hz, 1 H), 7.44 (or t, J=7.6 Hz, 1 H), 7.25 (br t, J=7.6 Hz, 1 H), 6.65 (s, 2 H), 5.23 (m, 1 
H), 4.17 (d, J=2.0 Hz, 2 H), 3.9CM.10 (m, 2 H), 3.46 (t, J=2.4 Hz, 1 H), 2.07 (m, 2 H), 
30 0.88(U=7.3Hz,3H). 
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Example 108 

H(LR)-l-{[(3-Phcnyiprop-2-ynyl)oxy]metliyl}propyl> 
l/f-imidazo[4,5^]quinoliD-4-ainine 




Part A 

Under a nitrogen atmosphere 1 - {( LR> 1 -[(prop-2-ynyloxy)methyl]propyl} AH- 
imidazo [4 ,5^]quinolin-4-amine (0.80 g, 1.25 mmol) and anhydrous N,N- 
dimethylformamide (60 mL) were combined and then heated to 40°C. Dibenzyl 

10 dicarbonate (3.98 g, 1 3.9 mmol) was added. The reaction was monitored by TLC and 
HPLC. After 2 hours more dibenzyl dicarbonate (1 g) was added After 1 hour the 
reaction went to completion. The reaction mixture was diluted with ethyl acetate, washed 
with water, washed with brine, dried over magnesium sulfate, filtered and then 
concentrated under reduced pressure to provide N,N-(bis benzyl oxy c arbony 1}- 1 - { ( 1 j?)- 1 - 

15 [(prop-2-ynyloxy)memyl]propyl}-lJ^um as a light brown 

oil. The oil was washed with hexane to remove excess dibenzyl dicarbonate. 
PartB 

N,N-{Bis benzyloxycarbonyl> 1 - {( 1 -[(prop-2-ynyloxy)methy ljpropyi} - 1 H- 
inudazo[4,5s:]qumolm-4-arrim (1.91 g, 3.4 mmol), anhydrous acetonitrile (30 mL) and 

20 triemylamine (0.71 mL> 5.1 mmol) were combined and then heated to 70^. Copper (I) 
iodide (0.026 g), dicMorobis(triphenylpho (0.048 g) and iodobenzene 

(0.40 mL, 3.7 mmol) were added The reaction was complete in 0.5 hour. The reaction 
mixture was diluted with ethyl acetate, washed with water, washed with brine, dried over 
magnesium sulfate, filtered and then concentrated under reduced pressure to provide a 

25 brown liquid This material was purified by column chromatography eluting with 
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39.5/59.5/1 ethyl acetatevnexane/triethylamine to provide 2.1 g of an oil The oil was a 
mixture of mono and di benzyloxycarbonyl protected l-((LR)-l-{[(3-phenylprop-2- 
ynyl)oxy]me%l] piopyl)-l/^mnd 
PartC 

5 A portion of the material from Part B (0.8 g), methanol, and sodium methoxide 

(1 .0 mL of 25% in methanol) were combined- After 16 hours analysis by TLC indicated 
that the reaction was complete. The reaction mixture was concentrated under reduced 
pressure. The resulting oil was purified by column chromatography eluting with 5 % 
methanol in dichloromemane to provide a glassy solid. This material was dried under high 

1 0 vacuum at ambient temperature overnight to provide 0 3 g of 1 -((LK)- 1 - { [(3 -pheny Iprop- 
2-ynyl)oxy]iiiethyl } |m>pyl)-l 7/-imidazo[4,5K:]qumolm^amine, m.p. 63-67°C. 
Analysis:. Calculated for CzjH^O: %C, 74.57; %H, 5.99; %N, 15.12; Found: %C, 
74.18; %H, 6.10; %N, 15.00. 

'H-NMR (300 MHz, DMSOd6) 5 8.40 (s, 1 H), 8.21 (d, J=8.3 Hz, 1 H), 7.64 (dd, J=8.5, 
15 1.2 Hz, 1 H), 7.43 (br t, J=7.6 Hz, 1H), 7.25-7.40 (m, 5H), 7.22 (br t, J=7.6 Hz, 1 H), 6.61 
(s, 2 H), 5.26 (m, 1 H), 4.41 (s, 2 H), 3.95^.20 (m, 2 H), 2.10 (m, 2 H), 0.90 (t, J-73 Hz, 
3H) 

IR (KBr) 3306, 3171, 1634, 1526, 1 100, 755 cm" 1 

HRMS (EI) Calculated for C23H22N4O (M 4 ) 370.1794, found 370.1798. 
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Example 109 

1 - {( 1£>-1 -[(3 -Phenylpropoxy)methy l]propyl } - 1 tf-miidazo[4,5H:]qumolin4-amme 




25 



Under a nitrogen atmosphere palladium hydroxide (0.72 g of 20% on carbon) was 
added to a solution of material from Example 108 Part B (1.3 g) in methanol (-20 mL). 
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* 

The mixture was hydrogenated at 50 psi (3.5 Kg/cm 2 ) fat 3.5 hours. The reaction mixture 
was filtered to remove the catalyst The filtrate was concentrated under reduced pressure. 
The residue was purified by column chromatography eluting with 2.5% methanol in 
dichloromcthane to provide an oil. The oil was triturated with diethyl ether to provide a 
5 solid which was isolated and dried to provide 0.4 g of l-{(li?>l-[(3> 

phenylpropoxy)raemyl]propyty as a white crystalline 

solid, m.p.H8-120°C. 

Analysis: Calculated for CjjH^O: %C, 73.77; %H, 7.00; %N, 14.96. Found: %C, 

73.68; %H, 7.17; %N, 14.72. 
10 'H-NMR (300 MHz, DMSO-d6) 5 8.39 (a, 1 H), 8.22 (d, J-7.8 Hz, 1 H), 7.65 (dd, J=8 J, 

1.0 Hz, 1 H), 7.44 (br t, J-7.7 Hz, 1H), 7.05-7.30 (m, 4H), 6.95 (br d, J=6.8 Hz, 2 H), 6.62 

(s, 2 H), 520 (m, 1H), 3.88 (m, 2 H), 336 (m, 2 H), 2.37 (br t, >7.6 Hz, 2 H), 2.08 (m, 2 

H), 1.63 (m, 2 H), 0.89 (t, J=7.3 Hz, 3H) 

IR (KBr) 3458, 3109 1639, 1528, 1392, 1250, 760 cm 4 
15 HRMS (EI) Calculated for C^H^O (M*) 374.2107, found 374.2104. 



Examples 110- 112 

Part A 

20 Triemylamine (15 mL) and R-3-amino-2-methylpropan-l-ol (about 0.1 mole of 

crude) were added to a solution of 2,4^cUoro-3-nitroquinoline (24.3 g, 0.1 mole) in 
dichloromcthane (250 mL). The reaction rnixturc was refiuxed until analysis by TLC 
showed no change. The reaction mixture was evaporated to dryness. The solid yellow- 
brown residue was crushed and men extracted repeatedly with hexane containing a small 

25 amount of dichloromethane in order to remove the starting quinoline. The residue was 

then recrystallized from isopropanol to provide 19.0 g of R-3-[(2<Uoro-3-mtroqumolin-4- 
yl)ammo]-2^ethyrpropan- 1 -ol as a yellow solid. A sample (500 mg) was recrystallized 
from isopropanol to provide a yellow crystalline solid, m.p. 174-176°C. 
PartB 

30 R-3-[(2<3iloro-3-mtro<rumofo 1 -ol (10 g, 33.8 

mmol), isopropanol (350 mL) and catalyst (~1 g of 5% platinum on carbon) were 
combined and then hydrogenated on a Parr apparatus at 50 psi (3.5 Kg/cm 2 ) initial 
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hydrogen pressure. When hydrogen uptake had ceased, the reaction mixture was filtered 
to remove the catalyst The filtrate was evaporated under reduced pressure to provide 
crude R-3-[(3-arrnno-2^Moroqumolm^ Diemoxymethyl 
acetate (10.0 mL, 61.5 mmol) was added to the crude intermediate and a strong heat of 

5 reaction was observed. The resulting solution was heated on a steam bath for 20 minutes 
and men diluted with water and ammonium hydroxide. The resulting oil was extracted 
into ethyl acetate. The extracts were combined, dried over magnesium sulfate and then 
concentrated under reduced pressure. The resulting solid was slurried with ethyl 
acetate/hexane, isolated by filtration, washed with ethyl acetate/hexane and then dried to 

10 provide 6.0 g of R 3^4^Moro-ltf-imidazo[4,5^]q as a 

yellow/tan solid. 
PartC 

R 3^4<TMoro-l J/-iniidazo[4^ (1.0 g, 3.6 

mmol) and methanolic ammonia (30 mL of -15%) were combined and then heated in a 

1 5 steel bomb at 1 50°C. The container was allowed to cool to ambient temperature. Excess 
methanolic potassium hydroxide was added to the reaction mixture which was then 
concentrated under reduced pressure to decrease the volume. Water was added and then 
concentration was continued until a solid formed. The solid was isolated by filtration, 
washed with water and then dried to provide a near white solid. This material was 

20 recrystallized from methanol/dichloromethane to provide R 3-{4-amino-17/-imida2o[4,5- 
c]quinolm-l-yl)-2-methylpropan-l-ol as colorless solid, m.p. 258-26 1°C. Analysis: 
Calculated for Ci4H l6 N 4 0: %C, 65.61, %H, 6.29; %N, 21 .86; Found: %C, 65.50, %H, 63, 
%N,21.7. 
PartD 

25 The compounds in the table below were prepared according to the synthetic 

method of Reaction Scheme I above using the following general method. 

R 3^4-Ammchl//-imidazo[4,5^ (25 mg) was 

placed in a 2 dram (7.4 mL) vial. Sodium hydride (1.2 equivalents of 60% in mineral oil) 
and N^^hmcmylibrmamide (1 mL) were added The vial was placed on a sonicate for 

30 about 1 5 minutes at 50°C to allow the alkoxide to form. The halide (1 2 equivalents) was 
added and the vial was placed back on the souicator for about 2 hours at 50°C. The 
reaction mixture was analyzed by LC/MS to confirm the formation of the desired product 
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The reaction mixture was purified by semi-preparative HPLC. The semi-prep HPLC 
fractions were analyzed by LC-APCI/MS and the appropriate fractions were combined and 
lyophilized to provide the trifluoroacetate salt of the desired product, which was confirmed 
by accurate mass and ! H NMR. The table below shows the structure of the free base and 
5 the theoretical mass (TM) and the measured mass (MM). 



Example 
# 


Structure of the Free Base 


Purification 
Method 


Mass Measurement 
(Da.) 


110 


& 

Ch,^a, 


A 


TM = 371.1746 
MM = 371.1749 


111 


r- CMral 

- 6 


A 


TM = 402.2420 
MM = 402.2413 


112 


Wi 

6 % 


A 


TM- 380.1404 
MM = 380.1402 
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Example 113 
l-[(Benzyloxy)memyl]-l/f-iim^ 




5 Sodium hydride (0.48 g of 60%, 1 1.9 mmol) was added to a suspension of IH- 

mudazo[4,5^]quinolin^ainine (2.0 g, 10.9 mmol) in N^dimetbylformamidc. The 
reaction mixture was stirred at ambient temperature for 3 hours and then chilled in an ice 
bath. Benzyl chloromethyl ether (1.5 mL, 10.9 mmol) was added The reaction mixture 
was stirred at ambient temperature for 2 hours and then heated on a steam bath for 1 hour. 

10 A precipitate was isolated by filtration. The filtrate was diluted with water and an ofl 

separated. The oil was seeded with the precipitated solid and 2.1 g of a gummy solid was 
obtained. This material was slurried with rc fluxing ethyl acetate (-5 mL). The mixture 
was cooled and a precipitate was isolated by filtration. The filtrate was concentrated under 
reduced pressure. The resulting residue was slurried twice with ethyl acetate and then 

1 5 combined with the precipitate to provide 0.8 g of solid. This solid was recrystallized from 
ethanol (~5 mL) to provide 0.6 g of l-[(benzyloxy)memyl]-i;/-M 
amine, mp. 168-172®C. 

Analysis: Calculated for CigHi^O: %C, 71.0; %H, 5.3; %N, 18.4; Found: %C, 70.9; 
%H, 5,3; %N, 18.4. 
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Example 114 

1 -(2- {3-[4-{Dimcthylammo)phcnyl]propoxy } ethyl>li/-inudazo[4,5-c]qumolin^anunc 

NH 2 




N— 

/ 



Part A 

5 Using die genera] method of Example 1 2 Part A, N,N-{bis terf-butoxycarbonyl)- 1 - 

[2^2-propynyloxY)emyl]-l//-miida^ ( 2.5 g, 5.36 mmol) was 

reacted with 4-iodo-//^dimethylaniline (1 .46 g, 5.89 mmol) at 70 °C. The reaction was 
judged complete at 30 minutes. The solution was diluted with ethyl acetate, washed with 
water (3x), saturated aqueous sodium bicarbonate (3x), brine (3x), dried with anhydrous 

10 magnesium sulfate, filtered and concentrated under reduced pressure. The resulting solid 
was purified by chromatography over silica gel (98/2 dichloromethane/methanol) to 
provide 0.883 g of tert-butyl l-[2^{3-[4^<hmemylainiiio)pher^ 
l^-hmda2»[4,5^]qumomi^yfcarbamatB as a brown solid 
MS (CI) for C 33 H 39 N 3 05 m/z 586 (MH*), 486, 386, 229 

15 PartB 

Using the general method of Example 12 Part B, /ert-butyl l-[2-{{3-[4- 
(dime&ylammo)phenyl]rfl^ 

(0.883 g, 1.507 mmol) was hydrogenated to provide 0.783 g of /ert-butyl l-(2-{3-[4- 
(dmemylannro)pheTryl]rjroTX>x^^ as a 

20 brown solid. 

MS (CI) for C33H4JN5O5 m/z 590 (MH*), 490, 390, 229 
PartC 

Using the general method of Example 12 Part C, /erf-butyl l-(2~{3-[4- 
(dmetnylammo)phenyllpTopoxy} etoyl)-li/-nnidazo[4 f 5^]quinolii^ (0.783 
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g, 1327 mmol) was reacted with trifluoroacetic acid (10 mL). The resulting material was 
triturated twice with ethyl ether to provide 0.634 g of \-i2-{3-[4- 
(dimetfaylamino)pheaiy^ 

(trifluoroacetateju as a white solid, m.p. 137-140°C. 
5 Analysis. Calculated for C23H27N5O (QHFsO^ij: %C, 54.83; %H, 5.22; %N, 12.30. 
Found: %C, 54.67; %H, 4.91; %N, 12.27 

] E NMR (300 MHz, DMSO-d*) 8 9.04-9.1 1 (bs, 2 H), 8.49 (s, 1 H), 836 (d, J =• 73 Hz, 1 
H), 7.83 (d, J = 83, 1 H), 7.74 (t, J = 83 Hz, 1 H), 7.56 (t, J = 6.8 Hz, 1 H), 6.71 (d, J = 
7.8 Hz, 2 H), 6.60 (m, 2 H), 4.90 (t, J - 4.9, 2 H), 3.83 (t, J - 4.9, 2 H), 3.27 (t, J - 5.9, 2 
10 H), 2.28 (3, 6 H), 2.25 (t, J = 7.8, 2 H), 1.54 (p, J = 6.4, 6.8, 2 H) 
MS (CI) for C23H 2 7N 5 0 m/z 390 (MH*), 229 

Example 1 15 

1 -(2- {[(2£)-3-Phenylpror>-2-enyl]oxy} ethyl)4//-imidazo[4,5^]quinolii^4-amine 



A dried round bottom flask was charged with a stir bar, sodium hydride (60% in 
mineral oil, 0.19 g, 4.65 mmol) and hcxane (2 mL) under nitrogen. By syringe a solution 
of anhydrous dlmeu^lforrnamide (10 mL) and2-{lH-imic^t4,5^]qumolm4-yl)euianol 

20 (0.902 g, 4.23 mmol) was added to the flask and heated to 60 °C for 20 minutes. By 

syringe cinnamyl chloride (0.65 mL, 4.65 mmol) was added to solution. The reaction was 
judged complete at 50 minutes with -80% conversion to desired product The volatiles 
were removed under reduced pressure and the resulting oil partitioned between 
dichloromethane and water. The aqueous layer was extracted with dichloromethane; the 

25 organic fractions were combined, dried with anhydrous sodium sulfate, filtered and 
concentrated under reduced pressure. The resulting glassy solid was purified by 




NH 2 



15 



Part A 
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chromatography over silica gel (95/5 dichloromethane/methanol) and dried in vacuum 
oven at 60 °C for 15 hours to provide 0.652 g of H2-{[(2£>3-pheixylpTop-2- 
enyljoxy} ethyl)- lH-irmdazo[4,5^]quinolinc as a glassy solid. 
MS (CI) for C 2 iH,9N 3 0 m/z 330 (MH*), 214 
5 PartB 

Using the general method of Example 1 Part B, H2-{[(2£>3-phenylprop-2- 
enyI]oxy} ethyl)- l/f-mndazo[4 t 5-c]quinoline (0.652 g, 1.98 mmol) was oxidized to 
provide 0.67 gof H2-{[(2£)-3-phenyIrffop-2^ 

c]quinoline-5N-oxide. The resulting brown solid was used without further purification, 
10 PartC 

A round bottom flask was charged with a stir bar, 1 -{2- {[(2£>3-pherryrprop-2- 
enyl]oxy } c%l> l//-mudazo[4^^]quinoline-5N-oxide (0.67 g, 1.98 mmol), 
dichloromethane (15 mL) and aqueous ammonium hydroxide (27%, 7 rnL) at ambient 
temperature. ^-Toluenesulfonyl chloride (0.415 g, 2.18 mmol) was added in several 

1 5 portions as a solid and the resulting solution stirred. After 20 minutes the reaction was 

judged complete; the solution was partitioned between aqueous and organic and extracted 
with dichloromethane (3x). The organic layers were combined, extracted with 5% 
aqueous sodium bicarbonate (3x), washed with brine, dried over anhydrous sodium 
sulfate, filtered and concentrated under reduced pressure. The resulting white solid was 

20 purified by five successive recrystalizations from methanol/water to provide 0.086 g of 1- 
(2-{[(2£)-3-pbraylprop-2-enyI]oxy}emyl^ as a white 

fluffy solid, rap. 183.7-184.3°C. 

Analysis. Calculated for C21H20N4O: %C, 73.23; %H, 5.85; %N, 16.27. Found: %C, 
73.1 1;%H, 5.81; %N, 16.10 
25 J H NMR (300 MHz, DMSO-4«) 5 8.19 (s, 1 H), 8.12 (d, J « 13 Hz, 1 H), 7.62 (d, J«= 8.3 
Hz, 1 H), 7.43 (t, J - 8.3 Hz, 1 H), 7.19-7 31 (m, 6 H), 6.61 (s, 2 H), 6.33 (d, J - 15.6 Hz, 
1 H), 6. 17 (dt, J - 16.0, 5.2 Hz, 1 H), 4.84 (t, J = 4.9, 2 H), 4.07 (d, J = 3.9, 2 H), 3.91 (t, J 
-5.4,2H) 

MS (CI) for CiiH^O m/z 345 (MH*), 270, 229 
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Example 116 
2-Octyl-l-{2-[(3-phenytprop-2-ynyl)oxy]c%l}- 
lif-iiruda2X)[4,5^]quinolii>4- amine 




5 

Part A 

Using the general method of Example 1 Part A, 2-(2-octyl- l//-imidazo[4,5- 
c]qumolh*-l-yl)ethanol (4.8 g, 14.75 mmol) was reacted with propargyl bromide (80% in 
toluene, 4.93 mL, 44.25 mmol) to provide 4.84 g of 2-octyM -[2-(prop-2-ynyloxy)ethyl]- 
1 0 1 //-miidazo[4 > 5^]quinoline as a brown solid. 
PartB 

Using the general method of Example 12 Part A, 2-octyl- 1 -[2-{prop-2- 
ynyloxy)emyl]-l/f-imida2o[4,5^]qumolme (4.84 g, 13.32 mmol) was reacted with 
iodobenzene (1 .7 mL, 14.65 mmol) at 40 °C. After 45 minutes the reaction was judged 
1 5 complete. The volatiles were removed under reduced pressure and the resulting oil 

purified by chromatography over silica gel (98/2 (dichloromethane/memanol) to provide 

4.2 g of 2^tyl-M2-[(3-phenylpnm-2-yny^ 83 a 

pale yellow solid 

MS (CI) for C^HuNaO m/z 440 (MH*), 291 
20 PartC 

Using the general method of Example 1 Part B, 2-octyl- 1 - {2-[(3-phcnylprop-2- 
yn^cocyjethylj-l/f-inndazo^^-clqumolme (2.2 g, 5.004 mmol) was oxidized to provide 
2.28 g of 2-(>ctyl-l-{2-[(3-pheTiy^^ 
oxide as an oiL 



119 



WO 02/46189 



PCI7US01/46581 



PartD 

Using the general method of Example 1 1 5 Part C, 2-octyl- 1 - {2-[(3 -phenylprop-2- 
}oiyl)oxy]cthyl}-]7/>iniidazo[4^^]quinoline-5N-oxide (2.2 g, 4.83 mmol) was amiiiated. 
The resulting brown solid was purified by trituration with ethyl ether and recrystallization 
5 from 2-propanol to provide 123 g of 2^)ctyl-l«{2-[(3-phcnylprop-2-yiryl)oxy]ethyl}-l/f- 
miia^[4,5-c]quinoIm^amine as a white crystalline solid, m.p. 138-138.7°C. 
Analysis. Calculated for CzjHjMO: %C, 76.62; %H, 7.54; %N, 1232. Found: %C, 76.6; 
%H, 7.49; %N, 12.19 

! H NMR (300 MHz, DMSO-d«) 6 8.07 (d, J = 8.3 Hz, 1 H), 7.62 (d, J =» 8.3 Hz, 1 H), 7.41 
10 (t, J = 6.8 Hz, 1 H), 727-736 (m, 3 H), 7.18-7.24 (m, 3 H), 6.45 (s, 2 H), 4.78 (t, J = 4.9 
Hz, 2 H), 434 (s, 2 H), 4.00 (t, J - 4.9, 2 H), 2.94 (t, J - 7.8 Hz, 2 H), 1 .83 (p, J = 7.3, 73 
Hz, 2 H), 122-1.43 (m, 10 H), 0.85 (t, J - 6.8 Hz, 3 H) 
MS (CI) for C29H34N4O m/z 455 (MH*), 283 

15 Example 117 

2-OctyM-[2^3^r^ylpropoxy)c^ 




Part A 

20 Using the general method of Example 12 Part B, 2-octyl- 1 - {2-[(3 -pheny lprop-2- 

ynyl)oxy]ethyl}-l//-nm^azo[4,5^]a^oline (2.0 g, 4.55 mmol) was hydrogenated to 
provide 1.78 gof 2-octyl-l-[2^3-phenylprop^ as a 

white solid. 

*HNMR (300 MHz, DMSO-d«) 5 9.15 (s, 1 H), 8.41 (d, J = 9.78 Hz, 1 H), 8.16 (d, J - 9.8 
25 Hz, 1 H), 7.63-7.71 (m, 2 H), 7.06-7.09 (m, 3 H), 6.81-6.84 (m, 2 H), 4.85 (t, J = 4.9 Hz, 2 
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H), 3.84 ft J - 4.9, 2 H), 3.25 ft J - 5.9 Hz, 2 H), 3.04 ft J - 7.8 Hz, 2 H), 2.3 1 ft J - 8.3 
Hz, 2 H), 1.91 (p, J = 7.3, 73 Hz, 2 H), 1.59 (p, J = 8.8, 5.8 Hz, 2 H), 1.25-1.49 (m, 10 H), 
0.85ftJ = 73Hz,3H) 
PartB 

5 Using the general method of Example 1 Part B, 2-octyl-l-{2-<3- 

phraylpropoxy)eth^ 0-7* S> 4 03 ^ was oxidized to 

provide 1.8 g of 2^tyl-l-[2^3-pheriylpro^ 
oxide as an oH 
PartC 

10 Using the general method of Example 115 Part C, 2-octyl-l-[2-(3- 

pherrylr*opoxy)eraylH^^ (1 .85 g 4.03 mmol) was 

animated. The resulting brown solid was purified by trituration with ethyl ether and 
^crystallization from acetonitrile to provide 031 gof 2-octyl-l-[2-(3- 
pherrylpropoxy)e^ as a white crystalline solid, 

15 m!p. 103.8-104.5°C. 

Analysis. Calculated for C»HrfV>: %C, 75.94; %H, 835; %N, 12.22. Found: %C, 
75.71; %H, 8.46; %N, 12.22 

'H NMR (300 MHz, DMSO-d«) 5 8.06 (d, J - 7.8 Hz, 1 H), 7.62 (d, J = 8.3 Hz, 1 H), 7.41 
ft J = 7.8 Hz, 1 H), 7.21 ft J = 7.8 Hz, 1 H), 7.05-7.15 (m, 3 H), 6.90 (dd, J « 5.4, 1 .9, 2 
20 H), 6.45 (s, 2 H), 4.73 ft J - 4.4 Hz, 2 H), 3.80 ft J - 4.9, 2 H), 3.24 ft J = 5.9 Hz, 2 H), 
2.97 ft J = 7.8 Hz, 2 H), 239 ft J => 7.8 Hz, 2 H), 1.85 (p, J = 7.3, 7.8 Hz, 2 H), 1.62 (p, J 
- 6.8, 63 Hz, 2 H), 1.24-1.44 (m, 10 H), 0.84 ft J - 6.8 Hz, 3 H) 
MS (CI) for C29H38N4O m/z 459 (MH*), 373, 285 
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Example 118 
2-Metfayl-l-{2-[(3-phenylprop-2-ynyl)oxy]cthyl}- 
li/-imida2o[4,5-c]qiiinolin^amino 




Part A 

Using the general method of Example 1 Part A, 2-(2-methyl-lH-imida2o[4 ) 5- 
c]qnmolin-l-yl)emanol (4.0 g, 17.6 mmol) was reacted with propargy 1 bromide (80% in 
toluene, 5.9 mL, 52.8 mmol) to provide 3.6 g of 2-methyI-l -p-(prop-2-yrryloxy)ethyl]- 
1 0 1 //-imidazo[4 ,5-c]quinoHne as a dark brown oil. 
MS (CI) for Ci6H| 5 N 3 0 m/z 266 (MH 1 ), 184 
PartB 

Using the general method of Example 12 Part A, 2-memyl-l-[2-<pTop-2- 
ynyloxy)emyl]-lH-irmd^[4 t 5^]qumolme (3.6 g, 13.57 mmol) was reacted with 

1 5 iodobenzene (1.7 mL, 14.92 mmol) at ambient temperature. After 20 hours the reaction 

was judged complete. The solution was basifled with 5% aqueous sodium bicarbonate and 
then extracted with dichloromethane (3x). The organics were combined, washed with 
water (3x), washed with brine, dried with anhydrous sodium sulfate, filtered and then 
concentrated under reduced pressure. Purification was completed by chromatography over 

20 silica gel (95/5 dicUoromethane/methanol) and recrystaUization from acetonitrile to 
provide 1.94 g of 2^emyl-l-{2-[(3-phcnyrprop-2^ 
c]quinolme as a light yellow solid. 
MS (CI) for C22H l9 N 3 0 m/z 342 (MH 4 ), 228 
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PartC 

Using the general method of Example 1 Part B, 2-methyl- 1 - {2-[(3-phenyIprop-2- 
ynyI)oxy]ethyl} - 1 ff-iimdazo[4,5-c]qumoline (1.0 g, 2.93 mmol) was oxidized to provide 
1.3 g of2-metoyl-l-{2-[(3-phenylprop-2-y^ 
5 5N-oxide as a tan solid. 

! H NMR (300 MHz, DMSO-d«) 8 8.94 (s, 1 H), 8.78 (d, J = 8.3 Hz, 1 H), 8.48 (d, J - 7.8 
Hz, 1 H), 7.79 (m, 2 H), 7.26-7.35 (m, 3 H), 7.09-7.18 (m, 2 H), 4.86 (t, J - 5.4 Hz, 2 H), 
4.34 (s, 2 H), 4.04 (t, J = 4.9, 2 H), 2.66 (s, 3 H) 
PartD 

10 Using the general method of Example 115 Part C, 2-methyl- 1 - {2-[(3-pheirylproT>- 

2-ynyl)oxy]ethyl}-l//-rmidazo[4 > 5^]qumolme-5N-oxide (1.05 g, 2.93 mmol) was 
aminated The resulting tan solid was purified by trituration with ethyl ether, 
recrystalization from toluene, chromatography over silica gel (98/2 
dcWoromethane/methanol) to provide 0.261 g of 2-methyl- 1 - {2-[(3-pheny lprop-2- 

1 5 ynyI)oxy]cthyl} - U/-imidazo [4 f 5 -c]qumolm-4-arnine as a white powder, m.p. 
142.7-143.3°C 

Analysis. Calculated for CziH^O: %C, 74.14; %H, 5.66; %N, 15.72. Found: %C, 
73.97; %H, 5.77; %N, 15.77 

l B NMR (300 MHz, DMSO-d«) 5 8.08 (d, J = 8.3 Hz, 1 H), 7.61 (d, J = 8.3 Hz, 1 H), 7.41 
20 (t, J = 83 Hz, 1 H), 7.28-735 (m, 3 H), 7.12-7.24 (m, 3 H), 6.52 (s, 2 H), 4.77 (t, J - 4.9 
Hz, 2 H), 4.36 (s, 2 H), 4.02 (t, J = 4.9, 2 H), 2.62 (s, 3 H) 
MS (CI) for C^HaMO m/z 357 (MH 4 ), 243, 199 
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Example 119 
2-Me%M42^3-phenyIr*opoxy)^^ 



Using the general method of Example 12 Part B, 2-methyM-{2>t(3^>henylprop-2. 
ynyl)oxy]e%i}-l#-M^ (0.9 g, 2.636 mmol) was hydrogenated to 

provide 0.845 g of 2-memyM-[2H(3-pheiry^^ ^ 
a white solid. 

J H NMR (300 MHz, DMSOd$) 5 9.12 (s, 1 H), 8.44 (d, J = 73 Hz, 1 H), 8.16 (d, J = 7.8 
Hz, 1 H), 7.65-7.70 (m, 2 H), 7.04-7.08 (m, 3 H), 6.79-6.83 (m, 2 H), 4.85 (t, J = 4.9 Hz, 2 

H), 3.85 (t, J = 5.4 Hz, 2 H), 3.23 (t, J = 6.4, 2 H), 2.70 (s, 3 H), 2.3 (t, J = 7.8 Hz, 2 H), 
1-58 (p, J~ 6.36, 6.36 Hz, 2 H) 

PartB 

Using the general method of Example 1 Part B, 2-methyH-[2-{3. 
plienylpropoxy)e%lH^ (0.845 g, 2.45 mmol) was oxidized to 

provide 0.88 gof 2-memyl-l-[2-<3-pheriylpro^^ 
5N-oxide as a glassy solid. Material was used without further purification. 
PartC 

Using the general method of Example 1 15 Part C, 2-methyl-l-[2-(3- 
phenyrpropoxy)ethyl]^ ( 0 .88 g, 2.45 mmol) was 

animated. The resulting brown solid was purified by trituration with ethyl ether and 
^crystallized from toluene to provide 0.596 g of 2-memyl-l-[2-<3-phenylpTopoxy)cthyl]- 
l^imiteo[4,5^]qumom>4-amine as a white powder, m.p. 129.7-130.7 °C. 




O 




5 



Part A 
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Analysis. Calculated for C22H24N4O: %C, 73.31; %H, 6.71; %N, 15.54. Found: %C, 
73.21; %H, 6.66; %N, 15.58 

! H NMR (300 MHz, DMSOd*) 8 8.07 (d, J = 83 Hz, 1 H), 7.62 (d, J - 7.3 Hz, 1 H), 7.41 
(t, J = 7.3 Hz, 1 H), 7.22 (t, J - 8.3 Hz, 1 H), 7.05-7.14 (m, 3 H), 6.88 (dd, J = 6.8, 2.4 Hz, 
5 2 H), 6.52 (s, 2 H), 4.73 (t, J = 4.9 Hz, 2 H), 3:80 (t, J -4.9, 2 H), 3.24 (t, J -6.4 Hz, 2 H), 
2.64 (s, 3 H), 238 (t, J - 8.3 Hz, 2 H), 1 .62 (p, J - 6.8, 6.4 Hz, 2 H) 
MS (CI) for C^H^O m/z 361 (MH*), 347, 199 



Example 120 

10 2-(Methoxye%l)-l-{2-[(3-phcnylprop-2-yny0oxy]ethyl}- 

1 /f-miidazo[4,5-c]quinolm^ainine 




Part A 

15 Using the general method of Example 1 Part 2-[2-<methoxyethyl>l//-imidazo[4,5- 

c]qumoKn-l-yl]ethanol (2.53 g, 933 mmol) was reacted with propargyl bromide (80% in 
toluene, 3.1 1 mL, 27.9 mmol) to provide 2.72 g of 2-(melhoxycthyl)-l-[2-(prop-2- 
ynyloxy)ethyl]-lff-iniidazo[4,5-c]qumoliM as an oil. 
MS (CI) for C18H19N3O2 m/z 310 (MH*), 278, 196 

20 PartB 

Using the general method of Example 12 Part A, 2-(memoxyethyl>l-[2-(prop-2- 
ynyloxy)ethyl]-lH-miidazo[4 l 5^]qumolme (2.72 g, 1.79 mmol) was reacted with 
iodobenzene (1 . 1 mL, 9.67 mmol) at ambient temperature. After 45 minutes the reaction 
was judged complete. The volatiles were removed under reduced pressure and the 
25 resulting oil partitioned between dichloromethane and 5% aqueous sodium bicarbonate. 



WO 02/46,89 PCT/US01/4458I 

♦ 

The aqueous layer was extracted with dicMoromethane. The organic fractions were 
combined, washed with brine, dried with anhydrous sodium sulfate, and then concentrated 
under reduced pressure to leave a brown solid. The solid was purified by chromatography 
over silica gel (95/5 (dichloromethane/methanol) and trituration with hexane to provide 
5 2.39 g of 2^methoxyemylH-{2-[(3^^ 
cjquinoline as a yellow solid 
MS (CI) for CiaRu^Oi m/z 386 (MH 4 ), 354, 270 
PartC 

Using the general method of Example 1 Part B, 2-(memoxyetbyl}-l -{2-{(3- 
10 phenylprop-2-ynyOco^ (1.19 g, 3.097 mmol) was 

oxidized to provide 124 g of 2^memoxyetrrylH-{2-[(3^ 
l/f-imida2o[4,5^]qumoline-5N-oxide as an glassy solid. 
PartD 

Using the general method of Example 1 1 5 Part C, 2-{methoxyethyl)-l-{2-[(3- 
15 phOTylpTor>2-ynyI)oxY^^ (1.243 g, 3.097 

mmol) was animated. The resulting brown oil was purified by chromatography over silica 
gel (98/2 dicMoTometrjane/methanol), recrystallization from ethyl acetate and acetonitrile 
to provide 0379 g of 2^memoxyethyl>l-{2-[(3-pheny 
imidazo[4,5^]qumolin^ammc as a white solid, m.p. 134.5-135.5 °C. 
20 Analysis. Calculated for C24H24N4O2: %C, 71.98; %H, 6.04; %N, 13.99. Found: %C, 
72.21; %H, 5.98; %N, 14.29 

! H NMR (300 MHz, DMSO-d«) 8 8.09 (d, J - 8.3 Hz, I H), 7.62 (d, J - 8.3 Hz, 1 H), 7.41 
(t, J - 8.3 Hz, 1 H), 7.28-7.36 (m, 3 H), 7.18-7.24 (m, 3 H), 630 (s, 2 H), 4.82 (t, J = 45 
Hz, 2 H), 4.36 (s, 2 H), 4.01 (t, J - 4.9, 2 H), 3.84 (t, J = 6.8 Hz, 2 H), 3.29 (a, 3 H),3J23 
25 (U = 6.8Hz,2H) 

MS (CI) for CiaHuHaOi m/z 401 (MH*), 255, 1 83 
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Example 121 

2^2-Methoxycthy0-l-[2^3-phcnylpropoxy)cthyl]- 
1 F-miida2o[4^-c]quinolin^amine 




5 

Part A 

Using the general method of Example 12 Part B, 2-{2-memoxyethyl)-l-{2-[(3- 
phenylpTop-2-ynyl)oxy]emyl}-l^ g, 3,11 rnmol), was 

hydrogenated to provide 1.01 g of 2^2-memoxyethyl)-l-[2^3-phenylpropoxy)emyl]-LH- 
10 imidazo[4,5-c]quinoline as an oil. 

MS (CI) for C24Hz7N 3 02 m/z 390 (MH*), 235 
PartB 

Using the general method of Example 1 Part B f 2-{2-methoxyethyl>l-[2-(3- 
pheiry!propoxy)emyl]-l/f-imida2o[4,5H:]qumoline (1.01 g, 2.60 mmol) was oxidized to 
15 provide 1.05 g of 2^2-memoxyethyIH-[2{3i>hmylp^ 
c]quinolinc-5N-oxido as an brown oil. 
PartC 

Using the general method of Example 1 15 Part C, 2K2-methoxyethyl>l-[2-(3- 
phenytpropoxy)cthyl]- 1 //-mnd^zo[4,5-<]qumoline-5N-oxide (1.05 g, 2.601 mmol) was 
20 aminated. The resulting brown solid was purified by chromatography over silica gel (98/2 
tfchloromethane/methanol), recrystallization from ethyl acctate/hexane to provide 0.1 1 1 g 
of 2-p-memoxyethyl}- 1 42^3^henyrpropoxy)emyl]-l^ 
as a white solid, m.p. 103.8-104.5°C. 

Analysis. Calculated for C^HzMOj (H 2 0)ai: %C, 70.63; %H, 7.01; %N, 13.73. Fonnd: 
25 %C, 7038; %H, 6.80; %N, 13.57 
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*HNMR (300 MHz, DMSO^) 5 8.09 (d, J = 7.3 Hz, 1 H), 7.63 (d, J = 83 Hz, 1 H), 7.42 
(t, J - 6.8 Hz, 1 H), 7.22 (t, J= 7.8 Hz, 1 H), 7.08-7.15 (m, 3 H), 6.89 (d, J = 5.4 Hz, 2 H), 
6.49 (s, 2 H), 4.78 (t, J - 4.9 Hz, 2 H), 3.86 (t, J = 6.8, 2 H), 3.80 (t, J = 5.4 Hz, 2 H), 3.30 
(s, 3 H), 3.22-3.28 (m, 4 H), 239 (t, J - 8.3 Hz, 2 H), 1.62 (p, J - 8.3, 6.4 Hz, 2 H) 
5 MS (CI) for C24HMN402 mlz 405 (MH*), 373, 235 



15 imidazo[4 t 5-c]qumoliii-l-yl]cthanol (139 g, 5.123 mmol) was reacted with propargyl 

bromide (80% in toluene, 1.7 mL, 15.37 mraol) to provide 1.6 g of 2-(e4oxymethyl)-l- 
[2-{prop-2-ynyloxy)ed3yl]-lif-miidazo[4 > 5^]quinoline as an oil. 
MS (CI) for Ci8H,9Nj02 m/z 310 (MH 4 ), 371, 270 
PartB 

20 Using the general method of Example 12 Part A, 2-(ethoxymethyi)- l-[2-(prop-2- 

ynyloxy)emyI]-li/-miid^[4,5-c]qumoline (1.5 g, 4.13 mmol) was reacted with 
iodobenzene (0.51 mL, 4.54 mmol) at 40 °C. After 50 minutes the reaction was judged 
complete. The volatiles were removed under reduced pressure and the resulting oil was 
partitioned between dichloromemane and 5% aqueous sodium bicarbonate. The aqueous 

25 layer was extracted with dichloromethane. The organic fractions were combined, washed 



10 



Example 122 

2-{Ethoxymethyl)-l - {2-[(3-pherrylr^op-2-ynyl)oxy]erhyl} - 
L^imidazo[4,5^]qumolm^amine 




Part A 



Using the general method of Example 1 Part A 2-[2-{ethoxymethyl)-l/f- 
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with brine, dried with anhydrous sodium sulfate, and then concentrated under reduced 
pressure to leave a brown oil. The oil was purified by chromatography over silica gel 
(98/2 dichloromethane/methanol) to provide 1.25 g of 2-{emoxymethyl)-l-{2-[(3- 
phOTylprop-2-ynyl)oxy]ethYl}-ltf-^ as a brown glassy solid. 

5 MS (CI) for C24H23N3O2 m/z 386 (MH*), 342, 272 
PartC 

Using the general method of Example 1 Part B, 2-<emoxymethyl)-l-{2'[(3- 
phrayIprop-2-ynyl)oxy]ethylHiA^ (0.655 g, 1.70 mmol) was 

oxidized to provide 0.68 g of 2^emoxymcthyl)-l-{2-[(3-phe^ 
10 W-imidazo[4,5-c]quinoline-5N-oxidc as an oil 
PartD 

Using the general method of Example 115 Part C 2-<ethoxymethyI)- 1 - {2-[(3- 
phenylproT>-2-ynyl)oxy]ethyl} - Lf/-miidazo[4,5^]quinoline-5N-oxide (0.682 g, 1.700 
mmol) was axninated The resulting brown solid was purified by chromatography over 
15 silica gel (98/2 m^Moromethane/memanol) to provide 0.297 g of 2^emoxymethyl>l-{2- 
[(3^hexiy lprop-2-ynyl)oxy]emyl } - 1 H«uTndazo[4,5^]quiiK)lm^arriine as a white granular 
solid, m.p. 110.8-1 11.7 °C. 

Analysis. Calculated for C24H24N4O2 (H 2 0)o.i: %C, 71.66 ; %H, 6.06; %N, 13.93. Found: 
%C, 71.56; %H, 5.96; %N, 13.74 
20 ! H NMR (300 MHz, DMSO-04) 5 8.13 (d, J - 7.8 Hz, 1 H), 7.63 (d, J = 8.3 Hz, 1 H), 7.44 
(t, J = 6.8 Hz, 1 H), 7.28-7.36 (m, 3 H), 7.19-7.26 (m, 3 H), 6.67 (s, 2 H), 4.88 (t, J = 5.4 
Hz, 2 H), 4.81 (s, 2H), 4.38 (s, 2 H), 4.03 (t, J =» 5.9, 2 H), 3.55 (q, J = 6.8, 73 Hz, 2 H), 
1.15 (t, J -6.8 Hz, 3 H) 

MS (CI) for CwHmN^ m/z 401 (MH*), 371, 285 

25 
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Example 123 
2-Buly3-l-{2-[(3-phenylprop-2-ynyI)oxy]etliyI}- 
lJ7-imidazo[4^^]qukolm^ammc 




5 

Part A 

Using the general method of Example 1 Part A, 2^butyI.li7-iinidazo[4^- 
c]quirK)ln>l.yl)emanol (5.0 g, 18.56 mmol) was reacted with jnopargyl bromide (80% in 
toluene, 6.3 mL, 55.62 mmol) to provide 4.02 g of 2-butyl-H2-{piop-2-ynyloxy)e%^ 
10 l//-iimdazo[4,5^]qumoline as a tan solid. 

MS (CI) for C 15 H 21 N 3 0 m/z 308 (MH*), 268, 220 
PartB 

Using the general method of Example 12 Part A, 24nityl-H2-(prop-2. 
vnyIoxy)e%I]-l/^rim^ (4.0 g, 13.08 mmol) was reacted with 

15 iodobenzene (1.6 mL, 14.38 mmol) at 90 °C. After 15 minutes the reaction was judged 
complete. The volatiles were removed under reduced pressure and the resulting oil was 
purified by chromatography over silica gel (98/2 dkhloromethaneymethanol) and 
^crystallization from mixture of ethyl acetate/hexane to provide 3.1 g of 2-butyl-l-{2- 
[(3-phenyrprop-2-yr^^^ M a ^ 

20 PartC 

Using the general method of Example 1 Part B, 2-butyl-H2-[(3~ph^ 
ynyl)oxy]e%l}-^^ (L0 g, 2.61 mmol) was oxidized to provide 

1.0 g of ^butyl-l-{2-[(3-pher^ 
oxide as an oil. 
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PartD 

Using the general method of Example 115 Part C, 2-butyl- 1 - {2-[(3-phenylprop-2- 
ynyl)oxy]ethyl}-l//-imida2o[4^^]quinoline-5N-oxide (1.04 g, 2.60 mmol) was aminated. 
The resulting brown solid was purified by trituration with ethyl ether, two times with 

5 chromatography over silica gel (8/2 dichloromethane/ethyl acetate, 98/2 

djchloromethane/methanol) to provide 0.450 g of 2-butyI-l-{2-[(3-pheuylpior>-2- 
ynyI)oxy]ethyl}-l/f-miidazo[44^]a>Domi^amino as a white powder, mp. 133-140 °C. 
Analysis. Calculated for CisH^O (H 2 0)oj: %C, 74.67 ; %H, 6.62; %N, 13.93. Found: 
%C, 74.65; %H, 6.60; %N, 14.00 

10 ! HNMR(300 MHz, DMSO-d$) 5 8.08 (d, J» 7.8 Hz, 1 H), 7.61 (d, J = 73 Hz, 1 H), 7.41 
(t, J « 73 Hz, 1 H), 7.29-7.36 (m, 3 H), 7.17-7.24 (m, 3 H), 6.45 (s, 2 H), 4.78 (t, J - 4.9 
Hz, 2 H), 4.34 (s, 2 H), 4.01 (t, J = 4.9, 2 H), 2.95 (t, J - 8.3 Hz, 2 H), 1.81 (p, J - 73, 83 
Hz, 2 H), 1.44 (sextet, J = 73, 73, 7.8 Hz, 2 H), 0.93 (t, J - 73 Hz, 3 H) 
MS (CI) for C25H26N4O m/z 399 (MH*), 283, 267 

15 

Example 124 

2-Butyl-l-[2^3-phenylpropoxy)ethyl]-l^ 




Part A 

20 Using the general method of Example 12 Part B, 2-butyl-l-{2-[(3-phenylprop-2- 

ynyl)oxy]emyl}-lH-imidazo[4,5-c]o^imomie (2.4 g, 6.26 mmol) was hydrogenated to 
provide 1.67 g of 2-butyM-[2-(3-phenyh3rop^ 
white sotid. 

MS (d) for C23H29N3O m/z 388 (MH*), 279 
25 PartB 
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Using the general method of Example 1 Part B, 2-butyl-l-{2-(3- 
P te ^^^)e%lhl^iimdazoK5<]qumo^ (1.68 g, 434 mmol) was oxidized to 
provide 1.75 g of 2-butyl-l-[2^3-ph^ 
oxide as glassy solid. 

MS (CI) for C25H29N3O2 m/z 404 (MH*), 388 
PartC 

Using the general method ofExampIe 1 1 5 Part C, 2-butyl-l -[2-(3 - 
pnenylpropoxy)emyl]^ (1.75 g, 4.34 mmol) was 

aminated. The resulting tan solid was purified by recrystallization from acetomtrile to 
provide 0.572 g of 2-butyl-H2<3-pher^ 
amine as tan crystalline solid, m.p. 80.8-81.3 °C. 

Analysis. Calculated for CrihMQ (H 2 0)<u: %Q 73.61 ; %H, 7.56; %N, 13.73. Found: 
%C, 73.3; %H, 7.65; %N, 13.67 

'H NMR (300 MHz, DMSOd.) 6 8.07 (d, J - 8.3 Hz, 1 H), 7.62 (d, J = 83 Hz, 1 H), 7.41 

(t, J = 73 Hz, 1 H), 7.21 (t, J = 7.3 Hz, 1 H), 7.05-7.14 (m, 3 H), 6.89 (d, J = 7.3 Hz, 2 H), 

6.45 (s, 2 H), 4/M (U = 4.4 Hz, 2 H)^ 

(W = 7.8Hz,2H),Z39(U = 7.8Hz,2H),l^^ 

5.9 Hz, 2 H), 1.48 (sextet, J - 73, 73, 7.8 Hz, 2 H), 0.95 (t, J =» 7.3 Hz, 3 H) 

MS (CI) for Q5H30N4O m/z 403 (MH 4 ), 213 

Example 125 

1 -P^ezizyloxY)etbyi]^ 

NH, 



Using me general method of Example 1 Part B, 1 -[2<benzyloxy)crhyl]-2- 
(emoxymethyl>lH-irmdazo[4,5^]qum (0324 g, 0.897 mmol) was oxidized to 




Part A 
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provide 0338 g of !-[2-{bcTizyloxy)e%l]-2^ 

5N-oxidc as a brown oil. 

PartB 

Using the general method of example 115 Part C, l-[2-<benzyloxy)ethyl]-2- 
5 (ethoxymeroyl)-li/-M^ (0339 g, 0.897 rmnol) was 

animated. The resulting tan solid was purified by recrystallized from acetonitrile to 
provide 0.187 g of l-[2-(ben2yioxy)emyl^ 
4-aminc as a white powder, m.p. 144.5-146.0 °C. 

Analysis. Calculated for CaH^Cfc %C, 70.19; %H, 6.43; %N, 14.88. Found: %C, 
10 6956; %H, 6.29; %N, 15.09 

'H NMR (300 MHz, DMSO-d«) 6 8.08 (d, J = 7.8 Hz, 1 H), 7.61 (d, J =* 8.3 Hz, 1 H), 7.43 
(t, J - 6.8 Hz, 1 H), 7.19-7.24 (m, 4 H), 7.1 1-7.14 (m, 2 H), 6.6 (s, 2 H)» 4.87 (t, J = 5.4, 2 
H), 4.79 (s, 2 H), 4.44 (s, 2 H), 3.90 (t, J - 5.4, 2 H), 3.52 (q, J - 6.8, 6.8 Hz, 2 H), 1.13 (t, 

J-6.8Hz.3H) 
15 MS(CI)forC22Hz4N 4 02rn/z377(MH*),331,241 



Using the general method of Example 1 PartB, l-[2-(beTizyloxy)ethyl]-2-butyl- 
l/;.hmdazo[4^-c]qumoline (2.3 g, 6.39 mmol) was oxidized to provide 2.4 g of l-[2- 
(benzyloxy)emyl]-2-butyl-lH-iimda^ as a brown oil. 

MS (CI) for CuHasNsOi m/z 376 (MH 4 ), 360, 270 



Example 126 
l-[2-{Berizyloxy)emyn-2-butyl^^ 




o 




20 



Part A 



25 



PartB 
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Using the general method of example 1 Part Q H2-(ben2yloxy)ethyl].2-butyl- IH- 
imida2o[4 t 5- c ]qumoline-5N-oxide (2.4 g, 6.39 mmol) was reacted with trichJoroacetyl 
isocyanate (1.45 g, 7.678 mmol) to provide 3.3 g of ^{l-[2Kbenzyloxy)c%l]-24)irtyl- 
l#-irmdazo[4,5-c]quinolr^ M a brown dl 

5 PartC 

Using the general method of example 1 PartD, ^{N[2^(benzyloxy)ethy]]-2-butyl. 
l#-inridazo[4,5^]q^^ (3 j & 6J9 mmoI) ^ 

hydrolyzed with sodium methoxide (5 mL of 25% in methanol). The resulting tan solid 
was purified by chromatography over silica gel (98/2 mchlorometrjane/methanoO, 
10 recrystallized from methanol and dried under vacuum at 60 °C for 1 8 hours to provide 

0.174 g of H2^enzyloxy)emyl]^ M a whitc 

solid, m.p. 133-135 °C. 

Analysis. Calculated for CnHaNtf): %Q 73.77; %H, 7.00; %N, 14.96. Found: %C, 
73.51; %H, 7.06; %N, 14.92 
1 5 ! H NMR (300 MHz, DMSO-d«) 5 8.03 (d, J - 7.3 Hz, 1 H), 7.60 (d, J = 8.3 Hz, 1 H), 7 39 
(t, J - 6.8 Hz, 1 H), 7.17-7.24 (m, 4 H), 7.10-7.12 (m, 2 H), 6.45 (s, 2 H), 4.76 (t, J - 5.4, 2 
H), 4.41 (s, 2 H), 3.89 (t, J - 4.9, 2 H), 2.94 (t, J = 8.3 Hz, 2 H), 1.77 (p, J = 7.8, 7.8 Hz, 2 
H), L40 (sextet, J = 7.8, 7.3, 6.8 Hz, 2 H), 0.91 (t, J - 7.3 Hz, 3 H) 
MS (CI) for C^HaMO m/z 375 (MH*), 242, 183 



20 



Example 127 
l-[2^enzyloxy)e%l]-2-me^ 




Part A 
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Using the general method of Example 1 Part B,l-[2-{benzyloxy)ethyl]-2-methyl- 
ltf-imidazo[4,5^]quiiioline (6 g, 1 8.9 mmol) was oxidized to provide 6.3 g of l-[2- 
(beiizyloxy)emyl]-2-memyl-l^imidazo[4,5^^ as a brown solid. 

PartB 

5 Using me general method of example 1 Part C, 1 -{2-(benzyloxy)ethyl]-2-methyl- 

l//-imidazo[4 > 5-c]quinoline-5N-oxide (6.3 g, 18.9 mmol) was reacted with trichloroacetyl 
isocyanate (4.95 g, 26.27 mmol) to provide 10.4 g of //*{l-[2-(bcn2yloxy)ethyl]-2-mc%l- 
l//-imidazo[4,5^]qumolm^yl}-2^^-tricrJoroacetarnide as a brown solid 
PartC 

1 0 Using the general method of example 1 Part D, W-{ l-[2-(beIlzyloxy)ethyI]-2- 

meroyMJ/-i^u\iazo[4,5^]qumolm^ (10.46 g, 21.89 mmol) 

was hydrolyzed with sodium mcthoxidc (20 mL of 25% in methanol). The resulting brown 
solid was purified by chromatography over silica gel (98/2 dicUoromethane/melhanol) 
and dried under vacuum at 60 °C for 1 8 hours to provide 1 .036 g of l-[2« 

1 5 (benzyloxy)etrryl]-2-methyl-l^^ as a white solid, m.p. 

159-160°C. 

Analysis. Calculated for C^mMO: %C, 72.27; %H, 6.06; %N, 16.85. Found: %C, 
72.17; %H, 5.96; %N, 16.81 

l H NMR (300 MHz, DMSO-d*) 8 8.04 (d, J = 7.3 Hz, 1 H), 7.59 (d, J = 8 3 Hz, 1 H), 7.39 
20 (t, J = 8.3 Hz, 1 H), 7.1 5-7.27 (m, 4 H), 7.08-7.13 (m, 2 H), 6.49 (s, 2 H), 4.75 (t, J = 5.4, 2 
H), 4.43 (s, 2 H), 3.90 (t, J - 5.4, 2 H), 2.61 (s, 3 H) 
MS (CI) for C20H20N4O m/z 333 (MH*), 243, 199 
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Example 128 
l-PKBenzyloxyJetbyl^s^^ 




Part A 

5 Using the general method of Example 1 Part B, l-[2-(benzyloxy)ethyI]-2-octyl- 

l/f-hnidazoKS-cJquinoline (2,4 g, 5.8 mmol) was oxidized to provide 2.5 g of l-[2- 
(b«zyIoxy)e%l]-2.^ u a ofl 

PartB 

Using the general method of example 1 15 Part C. l-i2Kbenzyloxy)ethyl>2-<»ctyl- 
10 W-imidazo[4^Jquinolme-5N-oxide (2.50 g, 5.80 mmol) was aminated. The resulting 
ofl was purified by chromatography over silica gel (98/2 dichloromethanc/methanol) and 
recrystallized from acetonitrfle to provide 0.75 g l-[2-(ben2yloxy)ethyrj-2-octyl-Lff- 
imidazo[4,5^]quinolin-4-amine as a white powder, m.p. 1 10-1 1 J «C. 
Analysis. Calculated for (^Hj^O: %C, 75 31; %H, 7.96; %N, 13.01. Found: %C, 
15 75.20; %H, 7.88; %N, 13.00 

'H NMR (300 MHz, DMSO^) 5 8.03 (d, J = 7.8 Hz, 1 H), 7.60 (d, J = 8 3 Hz, 1 H), 7.40 
ft J = 73 Hz, 1 H), 7.17-7.26 (m, 4 H), 7.10-7.13 (m. 2 H), 6.45 (s, 2 H), 4.76 (t, J = 4.9, 2 
H), 4.41 (s, 2 H), 3.88 ft J - 4.9, 2 H), 2.93 ft J = 7.8 Hz, 2 H), 1.79 (p, J = 7.3, 7.3 Hz, 2 
H), 1.20-138 (m, 10 H), 0.85 ft J = 63 Hz, 3 H) 
20 MS (CI) for CkHmI^O m/z 43 1 (MH*), 291, 214 
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Example 129 

2-(2-Meihoxyemyl>H2-phenoxyeroyI>l^ 




5 

Part A 

Under a nitrogen atmosphere, 2-phenoxyethylamine (17.6 ml, 0.13 mol) was added 
dropwise to a chilled (ice bam) solution of 4^hloro-3-rritroquinoline (21.5 g, 0.1 mol), 
trietrrylamine (21.5 ml, 0.16 mol) in dichloromethane (500 ml). The reaction was 
10 maintained at ambient temperature overnight Water was added and the phases were 

separated. The organic phase was dried (MgS04), filtered, and the bulk of the solvent was 
removed under vacuum. Hexane was added and the solution was chilled in a refrigerator. 
The resulting precipitate was recovered by vacuum filtration to provide 19. 1 g of 3-rutro- 
N^2-phenoxyetrryl)qiimolm^aimne as a yellow solid. 

15 PartB 

3-Nitro-N^-phenoxyemyl)qufnolm^arnine (6.0 g, 19 mmol), 5% pbtinum on 
carbon (1 .5 g) and ethyl acetate (300 ml) were placed in a hydrogenation flask. The 
mixture was shaken overnight under a hydrogen pressure of 40 psi (2.8 Kg/cm 2 ). The 
reaction mixture was filtered and the catalyst was washed with ethyl acetate. The filtrate 
20 was dried (MgS0 4 ), filtered, and concentrated under vacuum to near dryness. Hexane was 
added and the resulting precipitate was collected by vacuum filtration to provide 4.9 g of 
K*^2^ricnoxyetrryl)qmnoline-3 ,4-cfcamine as a pale yellow solid. 

PartC 

3-methoxypropanoyl chloride (0.86 ml, 7.9 mmol) was added dropwise over a 30 
25 minute period to a chilled (ice bath) solution of N 4 ^-pheTioxye%I)o^molrne-3 ,4-diamme 
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10 



(2.0 g, 12 mmol) in rtcMoromemane (100 ml). After a few hours, a precipitate formed 
The solvent volume was reduced under vacuum to near dryness and hexane (100 ml) was 
added. Vacuum filtration provided 2.9 g of 3-methoxy-N-{4-[(2- 
phenoxye%l)animo]qum^ as a hydrochloride salt 

PartD 

The product from Part C (2.9 g) and a 7.5% solution of ammonia in methanol (200 
ml) were placed in a pressure vessel The vessel was sealed and then heated at 1 60 °C for 
6 hours. After the rnixture was cooled to ambient temperature, it was concentrated under 
vacuum. The residue was partitioned between dichloromcthane (150 ml) and water (1 50 
ml). The fractions were separated and the aqueous fraction was extracted with 
dichloromethane (100 ml). The organic fractions were combined, dried (MgS0 4 ), and 
filtered. The bulk of the solvent was removed under vacuum and hexane was added to 
yield a wmte precipitate. Vacuum filtration provided 1.8 g of 2-(2-methoxyethyl>H2- 
phenoxyemyl)-l^inuda2o[4,5^]qmnolme as a white solid. 

15 PartE 

3-Chloroperoxybenzoic acid (1 .5 g, 8.7 mmol, 60% by weight) was added in three 
portions over a period of 20 minutes to 2^2-memoxyethyl)-l-(2-phenoxyethyl)-l^ 
miidazo(4,5<]qumoline (1 .8 g, 5.2 mmol) in chloroform (100 ml). The reaction mixture 
was maintained at ambient temperature overnight and then washed with saturated sodium 
20 bicarbonate followed by water. The organic fraction was dried (MgS0 4 ) and concentrated 
under vacuum to near dryness. Hexane was added and the resulting precipitate was 
recovered by vacuum filtration to yield 1.6 g of 2K2-memoxyemyl>H2-phenoxycthyi)- 
l//-mud^[4,5^]qumoline-5N-oxide as a light yellow powder. 

PartF 

25 Under a nitrogen atmosphere, trichloroacetyl isocyanate (0.8 ml, 6.6 mmol) was 

added dropwisc to a solution of 2^2-metooxyetrryl)-H2^ 

c]qumoline-5N-oxide (1 .6 g, 4.4 mmol) in mchloromethane (100 ml) and the reaction was 
maintained at ambient temperature for 2 hours. Ammonium hydroxide (5 drops, 7% by 
weight in methanol) was added and the reaction was mamtained at ambient temperature 
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for an additional 2.5 days. Sodium hydroxide (10%) was added and the two phases were 
separated- The organic phase was concentrated and purified by flash column 
chromatography (silica gel, 9:1 dicUoromethane/methanoI). Fractions containing product 
were combined, concentrated in vacuo, dissolved in boiling toluene, and treated with 
5 activated charcoal. The mixture was filtered to remove the charcoal and the filtrate was 
cooled The resulting precipitate was recovered by filtration and dried in a vacuum oven 
(80 °Q to provide 0.68 g of 2^2-methoxyethylH^2-pheno 
cjqmnolm^arnine as a tan powder, m.p. 171.0-174.0°C. 

l H NMR (300 MHz, DMSO-d*) 8 8.19 (d, J = 8'.l Hz, 1H), 7.64 (d, J = 8.3 Hz, 1H), 7.44 
10 (t, J - 7.5 Hz, 1H), 7 .29-7.20 (m, 3H), 6.90 (t, J - 7.4 Hz, 1H), 6.82 (d, J = 8.2 Hz, 2H), 

6.58 (s, 2H), 5.01 (t, J - 5.0 Hz, 2H), 4.43 (t, J = 5.0 Hz, 2H); 3.87 (t, f = 6.9 Hz, 2H), 3.34 
(s, 3H), 330 (t, J - 6.9 Biz, 2H); 

MS (CI) m/e 363.1820 (363.1821 calcd for C^H^O* M+H); 

Anal calcd for C21H22N4O2: C, 69.59; H, 6.12; N, 15.46. Found C, 69.32; H, 6.17; N, 
15 15.48. 

Example 130 

2-Isobutyl-l -(2-phenoxy ethyl)- li/-nmdazo[4^n:]qumolm^-amine 



20 




r^^2-Phenoxyethyl)quinolino-3 ,4Kharnine (1.5 g, 5.4 mrrjol) and isovaleryl 
chloride (0.8 ml, 6.4 mmol) were combined and treated according to the general 
procedures of Parts C-E of Example 129. The resulting product, 2-isobutyl-l-{2- 
25 phenoxyemyl)-lK-mndazo[4,5^]qumoli^ (1 .6 g, 4.5 mmql) was dissolved in 
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— Hctane visa added eoprovide 
powder, m.p. 176.6-177.8 e C. 

(U-7.6Hz,lH).7^7. 2 0( n ,3H),6.89(U»73Hz.,H,,6. 8 , ( d,J= 8 6H^ 
2.40-2.22(m.lH),1.02(d,J=6.6H 2 .6H) : "Hz,2H), 
"CNMRC75 MHz, DMSOd,) ,58.6. 153* ,52.4, ,45.5. ,32* ,30.,. ,27 , ,26 9 
12,.5., 2 0.8,,15J.1J4.7.66.6.44.4,35J.27.,.22.4; 
MS (CD m/e 36U017 (36, .2028 ealcd for CnH^O. M+H)- 

caJcd for C22H24N4O: C, 73.31; H, 6.71; N, 15.54. Found: C, 7333; H, 6.56; N, 



Example 131 



25 



^2-Phenox y cthy0quinoU M -3.4Hiia n ri ne (2 . 0 g, 7.2 mmol) and isobutyry, 
described mExflmplc 130 . R ecr y ! « on from acetonitriJe provided 0 82 g of 2- 
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isopropyl-1 -(2-phenoxyethyl)- L^-imidazo[4,5-c]qumolin-4-amine as a tan solid, m.p. 
229-231°C. 

"H NMR (300 MHz, DMSO-d*) 5 8.17 (d, J = 7.5 Hz, 1H), 7.65-7.62 (dd, J - 8.3, 1.1 Hz, 
1H), 7.46-4.40 (dt, J - 8.2, 1.1 Hz, 1H), 7.29-7.20 (m, 3H), 6.90 (t, J = 13 Hz, 1H), 6.81 
5 (d, J = 7.8 Hz, 2H), 6.46 (s, 2H), 5.01 (t, J 4.9 Hz, 2H), 4.42 (t, J = 4.9 Hz, 2H), 3.54 
(septet, J = 6.8 Hz, 1H), 1.41 (d, J =» 6.8 Hz, 6H); 

l3 CNMR(75 MHz, DMSOd«) 159.3, 158.5, 152.3, 145.4, 132.6, 130.1, 126.84, 126.78, 
121.5, 120.7, 115.3, 114.6,66.5,44.1,25.2,21.8; 
MS (CI) m/e 347.1872 (347.1872 calcd for C21H23N4O, M+H); 
10 Anal calcd for C21H22N4O: C, 72.81; H, 6.40; N, 16.17. Found: C, 72.48; H, 6.59; N, 
16.50. 



N 4 ^2-Phenoxyethy0quinoline-3,4-diamino (2.0 g, 7.2 nnnol), xylenes (150 ml), 
and trimethylorthovalerate (2.5 ml, 14.3 mmol) were combined under an atmosphere of 

20 nitrogen and heated at reflux temperature for 4 days. The external heat was increased and 
approximately 35 ml of xylenes was removed by distillation. The reaction was slowly 
cooled to room temperature and a precipitate formed. The solid was recovered by vacuum 
nitration to yield 2.4 g of 2-butyl-H2-pbenoxyetoyl>^ 35 * 

light tan crystalline solid. 

25 2-Butyl^^2-phenoxycthyl>l//-iinidazo[4 > 5^]qumolme was treated according to 

the general procedures described in Parts E and F of Example 129. A final recrystailizanon 



Example 132 
2-ButyM-{2-phraoxye1hyl>l# L mn 
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from acetonitrik provided 0.93 g of 2-bntyl-H2-phenoxycthyD-LH-- im idazo[4 f 5- 
c]qumolin-4-amine as white needles, m.p. 168.3-169.5 "C. 

, HNMR(300MH Z ,DMSO^)58.16(d,J = 8.lHz,lH),7.63(d,J=8.3H Z ,IH)743 
(t. J = 7.6 Hz, 1H), 7.28-7.20 (m, 3H), 6.90 (t, J =■ 7.4 Hz, 1H), 6.82 (d, J = 8.5 Hz, 2H) 
6.47(3, 2H),4.97(U-4-8 Hz, 2H), 4.43 (U - 4.8 Hz. 2H), 3.00 ( U = 7.7 Hz, 2H) 186 
(m, 2H), 1.47 (m, 2H), 0.96 (t, J =» 7 J Hz, 3H); 

»C NMR (75 MHz, DMSOd,) 158.5, 154.6, 152.3, 145.6. 132 <>, 130.1, 126.8, 121.5 
120.7, 115.2, 114.6. 66.7, 44.4,293,26.2,21.9, 13.6; 
MS (CI) m/e 361 .2032 (361.2028 calcd for C^H^O. M+H); 

AruUcaledforCnH^OrC, 73.31; H.6.71.N. 15.54: Found: C, 73.15; H 669 N 
15.57. ' ' ' ' 
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Example 133 
H2-Rienoxyethyl)-2-(phenoxym^^ 




According to the general procedure described in Part C of Example 129, 
pbenoxyacetyi chloride (1 2 ml, 8.6 mmol) was reacted with N 4 ^- 
phenoxyemyl)qumolme-3,4^iamine (2.0 g, 72 mmol). The product of this reaction was 
treated according to the general procedures described in Parts D-F of Example 129. 
Recrystallizatkm from acetonitrile provided 0.65 g of the final product, l-Q. 
phenoxyemyI)-2-(phenoxymethyl)- W-mu<Iazo[4^]<pmolm-4^mine. as a tan powder, 
m.p. 168^-170.0°C. 

'H NMR (300 MHz, DMSO-d*) 6 8.25 (d, J = 7.9 Hz, 1H), 7.64 (dd, J = 8.3, 1 .0 Hz, 1H), 
7.47 (m, 1H), 7.38-7.14 (m, 7H), 7.01 (t, J - 7.3 Hz, 1H), 6.89 (t. J = 7.3 Hz, 1H), 6.81 (d,' 
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J = 7.8 Hz, 2H), 6.69 (s, 2H), 5.53 (s, 2H), 5.29 (t, J * 5.0 Hz, 2H), 4.48 (t, J = 5.0 Hz, 
2H); 

n CNMR(75 MHz,DMSOd\s) 158.5, 152.7, 1492, 146.1, 134.1, 130.2, 130.1, 127.6, 
127.0, 126.9, 122.0, 121.6, 121.5, 121.4, 115J, 115.1, 114.7, 66.6, 62.7,45.0; 
5 MS (CI) m/c 41 1.1813 (41U821calcd for C25H23N4O2, M+H); 

Anal calcd for C^HnlWi: C, 73.15; H, 5.40; N, 13.65. Found: C, 73.36; H, 5.30; N, 
13.66. 

Example 134 

1 0 2^4-Methoxybenzy 1> 1 K2-phmoxyetbyl)-l/^imidazo^ 




1 

According to the general procedure described in Part C of Example 129, 4- 
1 5 methoxypherrylacetyl chloride (1.2 ml, 7.9 mmol) was reacted with N*-(2- 

prjenoxyemyl)qumolme-3,4-diarmne (2.0 g, 7.2 mmol). The product of this reaction was 
treated according to the general procedures described in Parts D-F of Example 129. 
RecrystalHzation from acetonitrile provided 1.1 g of the final product, 2-(4- 
merooxyberizyl>l^-phcnoxyethy^ as a tan solid, 

20 m.p.201.0-203.6°C. 

»H NMR (300 MHz, DMSO-d«) 5 8.15 (d, J = 8.1 Hz, 1H), 7.63 (d, J = 8.3 Hz, 1H), 7.43 
(t, J «= 7.6 Hz, 1H), 7.26-7.1 8 (m, 5H), 6.93-6.87 (m, 3H), 6.74 (d, J = 82 Hz, 2H), 6.58 
(s, 2H), 4.89 (t, J = 5.1 Hz, 2H), 4.40 (s, 2H), 4.24 (t, J - 5.1 Hz, 2H), 3.70 (s, 3H); 
MS (CI) m/c 425.1948 (425.1978 calcd for C26H25N4O2, M+H); 
25 Anal calcd for C24H24N4O2: C, 73.57; H, 5.70; N, 13.20. Found: C, 73.25; H, 5.93; N, 
13.06. 
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Example 135 

2^clopentyI-H2-phenox^ 




^-{2-phcnoxy ethy i)quinolme-3 ,4-diaminc (2.0 g, 12 mmol) and 
cyclo^tanccaiixmyl chloride (1.1 ml, 8.6 mmol) were combined and treated according to 
the general procedure described in Example 130. Recrystallization from acetonitiile 
provided 1-4 gof 2^1or^tyM-(2^ 
10 asatan8olid,nLp.216.0-217.9°C. 

"H NMR (300 MHz, DMSO-d^) 6 8.17 (d, J - 8.1 Hz, 1H), 7.63 (d, J =» 8.2 Hz, 1H), 7.43 
(t. J - 7.6 Hz, 1H), 7.28-7.20 (m, 3H), 6.90 (t, J = 7.3 Hz, 1H), 6.81 (d, J « 8.5 Hz, 2H), 
6.46 (s, 2H), 5.02 (t, J = 4.9 Hz, 2H), 4.42 (t, J = 4.9 Hz, 2H), 3.60 (pentet, J « 8.2 Hz, 
1H), 2.18-1.67 (m,8H); 

15 ,3 CNMR(75MHz,DMSCM3 6 ) 158.5, 158.3, 152.9, 144.6, 133.0, 130.1. 126.8, 121.5, 
120.8, 115.3, 114.7,66.5,44.2,36.1,32.3,25.3; 
MS (CI) m/c 373.2030 (373.2028 calcd for CoHzjNA M+H); 
Anal calcd for C23H24N4O: C, 74.17; H, 6.49; N, 15.04. Found: C, 74.18; H, 6.59; N, 
15.08. 



144 



WO 02/46189 



PCT/USOI/46581 



Example 136 



2-[(2-Memoxyethoxy)memyl]-l-(2-pher^ 



K*<2-phenoxye%l)qumolme«3,4-diainine (2.0 g, 12 mmol) and 2-(2- 
methoxyethoxyjacetyl chloride (13 g, 8.6 mmol) were combined and treated according to 
the general procedure described in Example 130. Recrystallization from methanol 
provided 1.6 gof 2-[(2-methoxycthoxy)methy^^ 



10 c]qumolm^-arfline as white needles, m.p. 1 70.0-1 7 1. 5°C. . 

, HNMR(300 MHz, CDC1 3 ) 5 8.06 (dd, J = 8.3, 1.0 Hz, IK), 7.82 (dd, J - 8.4, 1.0 Hz, 

1H), 7.55-7.50 (m, 1H), 735-7.29 (m, 1H), 7.26-7.18 (m, 2H), 6.92 (t, J - 7.4 Hz, 1H), 

6.79 (dd, J - 8.7, 0.9 Hz, 2H), 5.57 (s, 2H), 5.07 (t, J - 5.9 Hz, 2H), 5.00 (s, 2H), 4.47 (t, J 

= 5.9 Hz, 2H), 3.71 (m, 2H), 3.55 (m, 2H), 331 (s, 3H); 
15 I3 C NMR (75 MHz, CDC13) 158.9, 152.3, 1503, 146.2, 135.2, 1303, 1283, 128.2, 127.6, 

123.1, 122.2, 120.6, 116.1, 115.1,72.1,70.2, 66.6,663,59.3,45.6; 

MS (CI) m/e 393.1912 (393.1927 calcd for C22H25N4O3, M+H); 

Anal calcd for C22H24N4O3: C, 6733; H, 6.16; N, 14.27. Found: C, 67.62; H, 6.24; N, 

1437. 




5 



20 



145 



WO 02/46189 



PCT/US01/46581 



2^tyclopropy!met^ 



Example 137 




5 



^^hcnoxyethyOquinoliiKs-S.^iamme (1.7 g, 6.1 mmol) and 
cyclopropylacetyl chloride (0.86 ml, 73 mmol) were combined and treated according to 
the general procedure described in Example 130. Recrystollization from methanol 
provided 0.86 g of 2^cyclopropytaetliylM^ 



, HNMR(300MHz.DMSO^)58.I7(d,J=7.5Hz, 1H), 7.63 (dd, J = 8.3, 1.1 Hz, 1H), 
7.46-7.41 (m, 1H), 7.28-7.19 (m, 3H). 6.89 (t, J = 7 J Hz, 1H), 6.79 (d, J = 7.8 Hz, 2H). 
6.49 (s, 2H), 4.98 (t, J = 5.0 Hz, 2H), 4.42 (t, J - 5.0 Hz. 2H), 2.99 (d, J = 6.7 Hz, 2H), ' 
1. 40-1.26 (m, 1H), 0.55 (m, 2H), 0.32 (m, 2H); 

,3 C NMR (75 MHz, DMSO-d«) 158.6, 154.1, 152.4, 145.5, 133.1, 130.1, 127.0, 126.9, 
121.5, 120.8, 115.2, 114.7, 72.1, 66.6, 44.5. 31.1, 9.0,4.6; 

Anal calcd for CnHalWO.l H 2 0: C, 73.35; H, 6.21; N, 15.55. Found: C, 73.23; H, 
6.31; N, 15.57. 



10 



4-amine as a white solid, m.p. 191.7-192.6°C. 
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Example 138 

2^24Zyclopenlylethy^ 




5 

According to the general procedure described in Part C of Example 129, 3- 
cyclopcntylpropionyl chloride (13 ml, 8.6 mmol) was reacted wimK*-{2- 
phenoxyemyl)qin^lmc-3,4^aminc (2.0 g, 7.2 mmol). The product of this reaction was 
treated according to the general procedures described in Parts D-F of Example 129. 
10 Recrystallization from acetonitrile provided 0.44 g of the final product, 

cyclopentylemylH^-phe™ as a white 

powder, m.p. 165.0°C. 

*H NMR (300 MHz, DMSOd$) 5 8.17 (d, J - 8.0 Hz, 1H), 7.64 (dd, J = 8.3, 0.80 Hz, 1H), 
7.44 (t, J = 7.3 Hz, 1H), 7.29-7.20 (m, 3H), 6.90 (t, J = 73 Hz, 1H), 6.81 (d, J = IS Hz, 
15 2H), 6.60 (s, 2H), 4.97 (t, J - 4.6 Hz, 2H), 4.44 (t, J = 4.6 Hz, 2H), 3.00 (t, J = 7.6 Hz, 
2H), 1.91-1.77 (in, 5H), 1.64-1.48 (m,4H), 1.20-1.14 (m, 2H); 

,3 CNMR(75 MHz,CX)Cl3) 158.2, 155.0, 151.5, 144.7, 133.6, 129.9, 127.5, 127.4, 127.0, 
122.6, 121.9, 119.5, 115.5, 114.5, 66.0,45.7,39.8,33.9,32.3,26.4,24.9; 
MS (CI) m/e 401.2336 (401 2341 calcd for C25H29N4O, M+H); 
20 Anal calcd for C^H^O: C, 74.97; H, 7.05; N, 13.99. Found: C, 74.67; H, 7.1 1 ; N, 
13.97. 
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Example 139 

H2-PhenoxyemyI)-2-tetraty^ 




5 

K2-phenoxyemyl)qumoline-3 ,4-diainine (1.6 g, 5.7 mmol) and tetrahydroforan- 
3-caibonyl chloride (0.98 ml, 7.3 mmol) were combined and treated according to the 
general procedure described in Examplo 130. Recrystalltzauon &om acetonitrile provided 
03 g of H2-phenoxyemyl>2-tetnity^ as 

10 atansoKd,rn.p.235.9-236.3°C. 

! HNMR (300 MHz, DMSO-d*) 6 8.18 (d, J - 7.8 Hz, 1H), 7.63 (dd, J = 8.3, L0 Hz, 1H), 
7.44 (dd, J = 7.6, 1.0 Hz, 1H), 7.29-7.20 (m, 3H), 6.90 (t, J - 7.3 Hz, 1H), 6.81 (d, J = 7.9 
Hz, 2H), 6.49 (s, 2H), 5.05 (t, J = 4.9 Hz, 2H), 4.42 (t, J - 43 Hz, 2H), 4.24 (m, 1H), 4.04- 
3.98 (m, 3H)» 3.92-3.87 (m, lH),2.50-2.30 (m, 2H); 

15 U C NMR (75 MHz, DMSO^j) 158.6, 155.2, 152.4, 145 J, 133.2, 130.1, 127.0, 126.9, 
121.6, 120.3, 1157, 114.7, 72.1, 68.0, 66.5, 44.4, 36.0, 32.4; 
MS (CI) m/o 375.1808 (375.1821 calcd for C22H23N4O2, M+H); 
Anal calcd for C n KzJW2*0*25 H 2 0: C, 69.73; H, 5.98; N, 14.78. Found: C, 69.90; H, 
5.91 ;N, 14.90. 
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Example 140 

1 ^2-PhenoxyethyI)-2-phrayM//-inute 




5 

According to the general procedure described in Part C of Example 129, benzoyl 
chloride (1 .0 ml, S^mrnol) was reacted with r^^2-phenoxyemyi)qumolmc-3,4-dianririe 
(2.0 g, 7.2 mmol). The product of this reaction was treated according to the general 
procedures described in Parts D-F of Example 129. Recrystallization from methanol 
10 provided 0.74 g of the final product, H2-phenoxycthyl)-2-phenyl-l/f-imidazo[4,5- 
c]qumolm^amine, as a tan solid, mp. 1 82.5-1 84.6°C. 

*H NMR(300 MHz, DMSO-d*) 8 8.21 (d, J = 7.9 Hz, 1H), 7.83-7.79 (m, 2H), 7.68-7.58 
(m, 4H), 7.48 (t, J = 7.3 Hz, 1H), 7.29 (t, J = 73 Hz, 1H), 7.16 (m, 2H), 6.85 (t, J = 7.3 
Hz, 1H), 6.68 (m, 4H), 5.02 (t, J = 5.1 Hz, 2H), 4.33 (t J = 5.1 Hz, 2H); 
15 ,3 C NMR (75 MHz, DMSO-d<0 1587, 153.6, 152.9, 146.0, 133.6, 131.1, 130.8, 130 J, 
130.1, 1293, 127.9, 127.5, 127.1, 121.9, 121.6, 121.2, 115.4, 114.7, 66.1,45.6; 
MS (CI) m/e 381.1703 (381.1715 calcd for C^Hn^O, M+H); 
Anal calcd for (^20^0*0.25 H 2 0: C, 74.88; H, 537; N, 14.55. Found: C, 74.42; H, 
5.10; N, 14.48. 



149 



WO 02/46189 



PCT/US01/46581 



Example 141 

M[2^4-Ammo-ltf-in^^ 




5 

Part A 

2^1^imida2o[4,5^]qumolin-l-yl)-I-butaiM)l (3.0 g, 12.4 mmol) was added to a 
stirring mixture of a-bromo-/Molumtrile (3.0 g. 15.3 mmol), sodium hydroxide (40 ml, 
50%), dichloromethane (40 ml), and benzyl bimetbylaimnoTihim chloride (0.02 g, 0.1 1 

10 mmol). The reaction was maintained for 72 hours and then diluted with dichlorometnane 
(100 ml) and water (100 ml). The phases were separated and the aqueous phase was 
extracted with additional dichloromethane (100 ml). The organic tractions were 
combined, washed with water, dried (MgSCU), filtered, and concentrated in vacuo. The 
residue was purified by flash column chromatography (silica gel, 9/1 

1 5 mcWoTomethane/methanol, Rj 0.48) to provide 2.66 g of 4-{[2-(lif-imidazo[4,5- 
c]quinolin- 1 -yl)bmoxy]mcthyl} r^nzonitrile. 

PartB 

3^oroperoxybenzoic acid (2.2 g, 7.5 mmol, 60% by weight) was slowly added 
20 to a solution of 4- {P^l/f-imidazo^^qumolm- 1 -yI)butoxy]methyl} benzonitrile (2.6 g, 
7.3 mmol) in chloroform (70 ml). The reaction was maintained for 2 hours and then 
sequentially washed with saturated sodium bicarbonate (200 ml), water (2 X 100 ml); 
dried (MgSCU); filtered; and concentrated to provide 2.7 g of the 5N-oxide product 
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PaitC 

/7-ToluenesulforiyI chloride (1.43 g, 7.5 mmol) was slowly added over a 20 minute 
period to a chilled (0 °C) mixture of the product from Part B (2.7 g, 73 mmol), 
concentrated ammonium hydroxide (10 ml) and dichloromethane (20 ml). Monitoring by 
5 thin layer chromatography (9:1 dichloromethane/methanol) indicated that the reaction was 
complete within minutes. The reaction was warmed to ambient temperature and the 
phases were separated. The organic phase was sequentially washed with sodium 
carbonate (3X), water, and brine; dried (Na 2 S0 4 ); and concentrated m vacuo. Purification 
of the resulting brown oil by flash column chromatography (silica gel, 92/8 
10 dichlc*omethane/methanol) followed by multiple recrystallizations from ethyl 
acetate/hexane yielded 0.45 g of 4-{[2^4-anmio-l/^miidazo[4 > 5^]o^olm-l- 
yl)butoxy]memyl}benzonitrile as a tan powder, m.p. 160.0-1 6 1.0°C. 
! H NMR (300 MHz, DMSO-d«) 6 8.41 (s, 1H), 8.20 (d, J = 7.3 Hz, 1H), 7.67 (m, 3H), 
7.44 (t, J = 7.3 Hz, 1H), 731-721 (m, 3H), 6.72 (s, 2H), 5.26 (broad s, 1H), 4.54 (s, 2H), 
15 4.02-3.91 (m, 2H), 2.07 (m, 2H), 0.87 (t, J - 7.3 Hz, 3H); 

l3 CNMR (125 MHz, DMSO-d«) 1522, 145.2, 143.8, 140.1, 132.4, 132.0, 127 .5, 126.6, 

126.4, 121.0, 120.5, 118.7, 115.0, 110.0; 

MS (EI) m/e 371.1754 (371.1746 calcd for C22H21N5O); 

Anal calcd for C22H21N5O: C, 71.14; H, 5.70; N, 18.85. Found: C, 70.78; H, 5.65; N, 
20 18.51. 
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Example 142 




(2«>2^Lff-mii(bzo[4 > 5^]qiimolin-l-yl)butaa-l-ol (136 g, 5.3 mmol) was reacted 
according to the general procedures described in Parts A and B of Example 141 to provide 
1 60 g of the 5N-oxide product 

TrichloToacetyl isocyanate (0.77 ml, 6.5 mmol) was added dropwise to a solution 
10 of the 5N-oxide (1.60 g) and dichloromerhane (25 ml). The reaction was maintained 

overnight and then concentrated in vacuo. The resulting red ofl was dissolved in methanol 
(25 ml) and sodium methoxidc (4.0 ml, 21% in methanol) was added dropwise. The 
reaction was maintained for 2.5 days. The solvent was removed in vacuo and the crude 
product was purified by flash column chromatography (silica gel, 92/8 

15 dicUoromethane/mefcanoi) followed by recrystallization from methyl acetate to yield 4- 
(([(2K)-2^4-ammo-lZf-imida TO fr^^ M a 

white solid. Tie enantiomeric excess (ee) of the final product was determined to be 
greater than 99% based on liquid chromatography (column: CfflRALCEL® OD-RH; 
eluent 90/10/0.2 pentanetoethanol/triethylamine; flow rate 2 ml/min, R, 7.8 minntes). 

20 'H NMR (500 MHz, DMSO^) 5 8.39 (s, 1H), 8.20 (d, J « 7.8 Hz, 1H), 7.69 (d, J = 8.1 
Hz, 2H), 7.63 (dd, J - 8.3, 1.1 Hz, 1H), 7.45-7.42 (m, 1H). 7.31 (d, J = 8.1 Hz, 2H). 7.23 
(m, 1H), 6.58 (a, 2H), 5 27 (broad s. 1H), 4.57 (s, 2H), 4.03 (dd, J = 10.3, 6.8 Hz, 1H), 
3.93 (dd, J -10 J, 3.9 Hz, 1H), 2.09 (m, 2H), 0.89 (t, J - 73 Hz, 3H); 
Anal calcd for CuHhNjO: C, 71.14; H, 5.70; N, 18.85. Found: C, 7 1.00; H, 5.66; N, 

25 18.64. 
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Example 143 

4-< {[(2£)-2-(4- Amino- 1 tf-iniidazo[4,5-c]quinolin- 1 -yl)butyl]oxy } methyI)benzonitrile 




(2*S)-2-{ 1 //-imidflzo[4,5-c]<iuinolii>- 1 -yl)butan- 1 -ol (13 g) was reacted according 
to the general procedure described in Example 142. Recrystallization of the final product 
from ethyl acetate/hexanes provided 02 g of 4-{ {[(25)-2-{4-amino- ltf-imidazo[4,5- 

1 0 c]quinolin-l -yI)butyl]oxy}memyl)benzonitrile as a white solid The enantiomeric excess 
(ee) of the final product was determined to be greater man 99% based on liquid 
chromatography (column: CHIRALCEL® OD-RH; eluent 90/10/02 
pentane/medianoVtriemylarnine; flow rate 2 ml/min, R* 8.7 minutes). 
*H NMR (500 MHz, DMSO40 8 8.40 (s, 1H), 8.20 (d, J - 8.0 Hz, 1H), 7.70 (d, J - 82 

15 Hz, 2H), 7.63 (dd, J « 8.3, 1.1 Hz, 1H), 7.46-7.41 (m, 1H), 731 (d, J = 8.2 Hz, 2H), 723 
(m, 1H), 6.62 (s, 2H), 527 (broad s, 1H), 4.57 (s, 2H), 4.04 (dd, J - 10.3, 6.7 Hz, 1H), 
3.93 (dd, J =103, 3.9 Hz, 1H),2.10 (m, 2H), 0.88 (t, J - 73 Hz, 3H); 
Anal calcd for CnHuNjO: C, 71.14; H, 5.70; N, 18.85. Found: C, 71.10; H, 5.98; N, 
1856. 

20 
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10 



15 



Example 144 




Part A 

Propargyl bromide (10.0 ml, 89.8 mmoL 80 % in toluene) and 

benzyltrimemylanmromum chloride (0.60 g. 32 mmol) were dissolved in dicUoromemanc 

(130 ml). The solution was treated with sodium hydroxide (130 ml, 50 % w/w in water) 

^C2K2-Methoxyemyl>l*-h*^ (20.0 g, 73.7 mmol) was 

added and the mixture was vigorously stirred for 18 hours. Thin layer chromatography 

(9/1 chloroformAnethanol) indicated complete conversion. The mixture was diluted with 

water (200 ml) and the phases were separated. The aqueous fraction was extracted with 

additional dichlorometnane (3 x 150ml). The combined organic fractions were washed 

with brine (100 ml), dried (Na 2 S0 4 ), filtered and concentrated to yield 22.7 g of 2^2- 

uiethoxyethy^l-PKprop-^ynyloxyJethyl]- l//-iinidazo[4,5-c]qumoline as an orange 
solid. 

'H NMR(300 MHz, DMSCMi,) 8 9.15 (s, 1H). 8.40 (m, 1H). 8.15 (m, 1H), 7.73-7.64 (m, 
2H), 4.89 (t, J - 5.3 Hz, 2H), 4.10 (d, J - 2.4 Hz, 2H), 3.95 (t, J = 5.1 Hz, 2H), 3.89 (t, J - 
6.9 Hz, 2H), 3.36 (t, J = 2.4 Hz, 1H), 3.32 (s, 3H), 3.27 (t, J = 6.9 Hz, 2H). 
20 PartB 

2-(2-Meu^%lH-[2-( pTO p-2^ 
(22.7 g, 73.4 mmoO was dissolved in chloroform (300 ml) and chilled in an ice water bath. 
3-Chloroperoxybenarfc acid (17.0 g, 1275 mmol 77 % max) was added in small portions 
over 30 minutes. Analysis by thin layer chromatography (9/1 cUorofbrm/methanoI) at 30 
25 minutes indicated that there was still starting material present Additional 3- 

chloroperoxybenzoic acid (7.00 g, 52.7 mmol, 77 % max) was added. AAer 2 hours, the 
reaction was warmed to ambient temperature and quenched by the addition of saturated 
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sodium bicarbonate (100 ml). The aqueous and organic fractions were separated and the 
aqueous fraction was extracted with additional chloroform (2 x 50 ml). The combined 
organic fractions were washed with water (100 ml), brine (100 ml); dried (Na 2 SC>4); 
filtered; and concentrated in vacuo to provide a dark orange solid. *H NMR indicated less 
5 than 5 % 3-chlorobenzoic acid in the crude product The material was used without 
further purification. 

■H NMR (300 MHz, DMSO^d*) 8 8.56 (s, 1H), 8.33 (d, J - 7.7 Hz, 1H), 7.99 (d, J = 7.3 
Hz, 1H), 7.38-7.30 (m, 2H), 4.40 (t, J™ 4.8 Hz, 2H), 3.63 (d, J = 2.1 Hz, 2H), 3.47 (t, J - 
4.9 Hz, 2H), 3.40 (t, J = 6.9 Hz, 2H), 2.88 (t, J = 2.0 Hz, 1H), 2.84 (s, 3H), 2.78 (t, J = 63 
10 Hz,2H). 
PartC 

Under an atmosphere of nitrogen, 2-(2-methoxycthyl)-l-[2-{prop-2- 
ynyloxy)ethyl]-l//-mndazo[4,5^]quinoline-5N-oxide (1.57 g, 4.83 mmol) was dissolved 
in dichloromethane (25 ml). Trichloroacetyl isocyanate (0.80 ml, 6.71 mmol) was added 

15 dropwise via syringe. The reaction was stirred for 1 hour and men the volatfles were 

removed in vacuo. The resulting residue was treated with methanol (15 ml) forming an 
orange suspension. A solution of sodium methoxide (25 % in methanol) was added slowly 
via syringe. The reaction became a dark orange solution. After 1 .5 hours the reaction 
was quenched by the slow addition of saturated arrimonium chloride solution (10 ml). The 

20 methanol was removed in vacuo. The aqueous residue was extracted with 

dichloromethane (3 x 10 ml) and the organic fractions were combined and washed with 
water (10 ml) and brine (10 ml). The solution was dried (Na 2 S04), filtered and 
concentrated in vacuo to yield the crude product as an orange solid. Recrystallization 
from propyl acetate provided 0.78 g of 2-(2-methoxyetbyl)- 1 -[2-{prop-2-ynyloxy)ethyl]- 

25 l//*imidazo[4^^]qumolm^amine as off-white crystals. 

l H NMR (300 MHz, DMSCM1«) 6 8.05 (d\ J - 7.3 Hz, 1H), 7.61 (d, J - 7 2 Hz, 1H), 7.42 
(t, J - 7.8 Hz, 1H), 7.23 (t, J = 73 Hz, 1H), 6.44 (ba, 2H), 4.78 (t, J - 5.2 Hz, 2H), 4.1 1 (d, 
J - 2.5 Hz, 2H), 3.91 (U » 5.5 Hz, 2H), 3.83 (t, J=» 6.7 Hz, 2H), 337 (t, J - 2.6 Hz, 1H), 
330 (a, 3H), 3.20 (t, J - 6.8 Hz, 2H); 

30 MS(CI)m/e325(M + H); 

Anal calcd for CigH^C^: C, 66.65; H, 6.21; N, 17.27. Found: C, 66.34; H, 6.05; N, 
16.96. 
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Example 145 

2-methyU-(2-{[(2E)-3^ 

amine 




5 

Part A 

Using the general method of Example 1 Part B, 2^2-methyl-l^-iinida2o[4^- 
c]quinolin-l-yl)ethyl acetate (12.0 g, 44.56 mmol) was oxidized to provide 8.7 g of 2^ 
mefcyl-5K>xido-ltf-in^ acetate as a brown solid. Material 

10 was used without farther purificatioiL 
PartB 

A dried round bottom flask was charged with a stir bar, 2-<2-methyl-5-oxido-l//- 
iimdazo[4^]qumolm-l-yl)ethyl acetate (8.7 g, 30.49 mmol), anhydrous 
dimcthylfonrjarnide (80 mL), and anhydrous toluene (100 mL) under nitrogen. To this 

15 brown mixture was added phosphorus oxychloride (3.1 mL) by syringe at ambient 

temperature. The reaction solution cleared in a couple of minutes and a slight exotherm 
was observed The reaction was judged to be complete after 30 minutes. The volatiles 
were removed under reduced pressure. The resulting brown solid was partitioned between 
dichloromethane and 4% aqueous sodium bicarbonate to a pH of~8. The aqueous layer 

20 was extracted with dcMoromethane (5x). The organic fractions were combined, dried 
with anhydrous sodium sulfate, concentrated under reduced pressure and dried overnight 
at ambient temperature under reduced pressure to provide 92 g of 2-(4-chloro-2-metfayl- 
l/^miidazo[4,5^]qumohn-l-yl)cmyl acetate as a brown oil. 
MS (CI) for C15H14CIN3O2 m/z 304 (MH*), 262, 218 
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PartC 

A round bottom flask was charge with a stir bar, 2-(4-ch]oro-2-methyl-l//- 
miiteo[4,5^]ojunolin-l-yl)cthyl acetate (9.2 g, 30.5 mmol), methanol (200 mL) and 
potassium carbonate (0.4 g, 3.0 mmol). The reaction was judged complete after stirring 

5 for 5 hours at 26 °C. The solution was partitioned between chloroform and brine. The 

organic layer was removed and the aqueous traction extracted with chloroform (6x). The 
organic tractions were combined, dried with anhydrous sodium sulfate and concentrated 
under reduced pressure to approximately 200 mL when crystallization was observed. The 
solution was stoppered and main rained at ambient temperature for 24 hours. The resulting 

1 0 fine white crystals were collected by filtration to provide 4.49 g of 2-{4-chloro-2-methyl- 
1 //-imidazo [4,5 ^jquinolin- 1 -yI)ethanol.' 
MS (CI) for C13H12CIN3O m/z 262 (MH*), 218 
PartD 

A round bottom flask was charge with a stir bar, 2-(4rchIoro-2-methyl-l/f- 
15 miidazo[4,5^]qumolm-l-yl)emanol (3.9 g, 14.9 mmol), mchloromemane (125 mL), 

aqueous sodium hydroxide (50%, 125 mL), benzyltrimemylammonium chloride (0.55 g, 
0.003 mmol) and stirred vigorously at ambient temperature. To this mixture was added 
cmnamyl bromide (8.8 g, 44.71 mmol) as a solid. After 45 minutes the solution was clear 
and the reaction was judged complete. The solution was poured into ice water (200 mL), 
20 the organic layer separated and was drawn off. The aqueous solution was extracted with 
dichloromethane (4x). The organic layers were combined, washed with brine, dried with 
anhydrous sodium sulfate, and concentrated under reduced pressure. The resulting orange 
oil was purified by chromatography over silica gel (dichloromethane, followed by 98/2 
dicMoromethane/methanol). The resulting oil was triturated with ethyl ether and the 
25 resulting solid was collected by filtration and dried to provide 4.22 g of 4-^hloro-2- 

memyl-l^-{[(2E>3i>herty^ 85 a 

white solid. 

MS (d) for CzzHioCINjO m/z 378 (MH 4 ), 262, 228 
PartE 

30 4^oro-2-methyl-H2-{[(2E)^ 

c]quinoline (2.12 g, 5.61 mmol), was combined with an arnmonia/methanol solution (7%, 
70 mL) in a bomb and heated to 1 50 °C for 1 6.5 hours and cooled to ambient temperature. 



157 



WO 02/46189 



PCT/US01/46581 



Analysis indicated that the reaction was incomplete. The solution was concentrated under 
reduced pressure to - 10 mL, diluted with ammonia/methanol (7%, 50 mL) and reacted in 
a bomb at 150 °C for 8.5 hours to complete the reaction. The solution was partitioned 
between dichloromethane and saturated aqueous sodium bicarbonate and the organic layer 
5 removed The aqueous layer was saturated with sodium chloride and extracted with 
dichloromethane (3x). The organic fractions were combined, dried with anhydrous 
sodium sulfate and concentrated under reduced pressure. The resulting brown solid was 
recrystalized from methanol to provide 0.963 g of 2-methy 1- 1 -{2- { [(2E)-3-pherry lprop-2- 
enyl]oxy) ethyl}- 1 //-rrnidazo[4,5 ^jqumolm^arnine as a white solid, nxp. 1 1 1.8-1 115 
10 °C. 

Analysis. Calculated for C22H22N4O: %C, 73.72; %H, 6.19; %N, 15.63. Found: %C, 
73.48; %H, 6.25; %N, 15.57 

! H NMR (300 MHz, DMSO-d^) 5 8.08 (d, J - 7.5 Hz, 1 H), 7.61 (d, J =8.1 Hz, 1 H), 7.40 
(t, J = 5.6 Hz, 1 H), 7.18-730 (m, 6 H), 6.51 (s, 2 H), 6.31 (d, J « 16.2 Hz, 1 H), 6.17 (dt, 
1 5 J=>15.6, 5.3 Hz, 1 H), 4.76 (t, J = 5.0 Hz, 2 H), 4.05 (d, J - 3.9 Hz, 2 H), 3.91 (t, J =» 5.6, 2 
H), 2.64 (s, 3 H) 

MS (CI) for CziHzMO m/z 259 (MH*), 243, 199 

Example 146 

20 2-methyl- 1 - {2-[(3-phenylr^op-2-ynyl)oxy]ethyl} -6,7,8 ,9-tetrahydro- lif-rrnidazo[4,5- 

c]qumolm^amine 
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Part A 

Using the general method of Example 1 1 5 Part C, the 4- amino group was 
introduced to 2^-metbyl-5K>xido-l//-mudazo[^ acetate (8.47 g, 

29.7 1 mmol). The resulting brown oil was purified by trituration with acetonitrfle and 
5 dried to yield 3.583 g of 2^4-armncH2-memyl-l#-rn^ 
acetate as a tan solid 

MS (CI) for C, 3 H 16 C1N402 m/z 285 (MH 4 ), 270, 199 
PartB 

A Parr flask was charged with 2^4-amino-2-methyl- li/-nmdazo[4,5^]qimioliri-l - 
10 yl)ethyl acetate (3.61 g, 12.64 mmol), trifluoroacetic acid (50 mL) and purged with 

nitrogen. To mis solution was added platmum(IV) oxide (0.5 g). The reaction was judged 
to be complete after 13 days of hydrogenation at ambient temperature. The solution was 
filtered and the volatiles removed under reduced pressure. The resulting brown oil was 
partitioned between dichloromethane and saturated aqueous sodium bicarbonate to a pH of 
15 ~ 8. The layers were separated. The aqueous layer was extracted with dichloromethane 
(4x). The organic fractions were combined* dried with anhydrous sodium sulfate and 
concentrated under reduced pressure. The resulting white solid was purified by 
recrystaliization from ethyl acetate/methanol (9/1) and dried to provide 0.98 g of 
ammo-2-methyl^,7,8^-tjCtrahy as a white 

20 solid. 

MS (CI) for Ci3H I8 N40 m/z 247 (MH*), 203 
PartC 

Using the general method of Example 1 Part A, 2^4-aimno-2-metbyl-6,7,8,9- 
tetrahydro- l//-imia^[4 > 5^]qumolin- i -yl)cthanol (0.763 g, 3.098 mmol) was reacted 
25 with propargyl bromide (80% in toluene, 1 .1 mL, 9.29 mmol) to provide 0.42 g of 2- 
metriyl4-[2^rop-2-ynyloxy)efoy^ 
amine as a brown oiL 

MS (CI) for C16H20N4O m/z 285 (MH*), 247, 1 83 
PartD 

30 Using the general method of Example 12 Part A, 2-metbyl-l -[2-(prop-2- 

ynyloxy)e%l]^,7,8,9-tetrahya^ (0.396 g, 1.392 

mmol) was reacted with iodobenzene (0.17 mL, 1 .532 mmol) at ambient temperature. 
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After 18 hours the reaction was incomplete. The solution was heated to 50 °C for 3 hours 
to complete the reaction. The volatiics were removed under reduced pressure. The 
resulting oil was partitioned between dichloromethane and 4% aqueous sodium carbonate 
and the organic layer removed. The aqueous layer was extracted with dichloromethane 
5 (3x). The organic fractions were combined, dried with anhydrous sodium sulfcte and the 
volatile* were removed under reduced pressure. The resulting oil was purified by 
chromatography over silica gel (95/5 dicWormemane/methanol). The resulting white 
solid was dissolved in mcMoromethane (2 mL) and reacted with 1M HQ in ether (2 mL). 
The volatile* were removed under reduced pressure and the resulting solids recrystallized 

10 from methanol to provide 0.1089 g of 2-metoyl-l-{2-[(3^henylp^ 

6,7,8,9-tetrahy6^1#-M^ (hydrochloride)! j, as a tan solid. 

Analysis. Calculated for CnH^O (HCl)^ (H 2 0)a 7 : %C, 59.74; %H, 6 .22; %N, 12.67; 
HO, 15.23. Found: %C, 59.72; %H, 6.04; %N, 12.65; %C1, 14.99 
'H NMR (300 MHz, DMSOd«) 6 7.93 (s, 2 H), 7.36-7.40 (m, 3 H), 7.28-7.30 (m, 2 H), 

15 4.56 (t, J = 5.0 Hz, 2 H), 4.35 (s, 2 H), 3.88 (t, J - 5.3 Hz, 2 H), 2.92 (s, 2 H), 2.69 (s, 2 H), 
2.60 (s, 3 H), 1.73 (s, 4 H) 
MS (CI) for C2JH24N4O m/z 361 (MH*) f 247, 199 



20 CYTOKINE INDUCTION IN HUMAN CELLS 

An in vitro human blood cell system is used to assess cytokine induction. Activity 
is based on the measurement of interferon and tumor necrosis factor (a) (IFN and TNF, 
respectively) secreted into culture media as described by Testerman et, aJ. In "Cytokine 
Induction by the Immunomodulators Imiquimod and S-27609", Journal of Leukocyte 

25 Biology, 58, 365-372 (September, 1995). 
Blood Cell Preparation for Culture 

Whole blood from healthy human donors is collected by venipuncture into EDTA 
vacutainer tubes. Peripheral blood mononuclear cells (PBMCs) are separated from whole 
blood by density gradient centrifugation using Histopaque<g>-1077. The PBMCs are 

30 washed twice with Hank's Balanced Salts Solution and then are suspended at 3-4 x 10* 

cells/mL in RPMI complete. The PBMC suspension is added to 48 well flat bottom sterile 
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tissue culture plates (Costar, Cambridge, MA or Becton Dickinson Labware, Lincoln Park, 
NJ) containing an equal volume of RPMI complete media containing test compound. 
Compound Preparation 

The compounds are sohibilized in dimethyl sulfoxide (DMSO). The DMSO 
5 concentration should not exceed a final concentration of 1% for addition to the culture 
wells. 
Incubation 

The solution of test compound is added at 60 uM to the first well containing RPMI 
complete and serial 3 fold dilutions are made in the wells. The PBMC suspension is men 
1 0 added to the wells in an equal volume, bringing the test compound concentrations to the 
desired range (0.12 to 30 uM). The final concentration of PBMC suspension is 1.5-2 X 
10 6 cells/mL. The plates are covered with sterile plastic lids, mixed gently and then 
incubated for 1 8 to 24 hours at 37°C in a 5% carbon dioxide atmosphere. 
Separation, 

1 5 Following incubation the plates are centrifuged for 5-10 minutes at 1 000 rpm 

(-200 x g) at 4°C. The cell-free culture supernatant is removed with a sterile 
polypropylene pipet and transferred to sterile polypropylene tubes. Samples are 
maintained at -30 to -70°C until analysis. The samples are analyzed for interferon (a) and 
for tumor necrosis factor (a) by ELISA 

20 Interferon (a) and Tumor Necrosis Factor (a) Analysis bv ELISA 

Interferon (a) concentration is determined by ELISA using a Human Multi-Species 
kit from PBL Biomedical Laboratories, New Brunswick, NJ. Results are expressed in 
pg/mL 

Tumor necrosis factor (a) concentration is determined using ELISA kits available 
25 from Genzyme, Cambridge, MA; RAD Systems, Minneapolis, MN; or Pharmingen, San 
Diego, CA. Results are expressed in pg/mL. 



The table below lists the lowest concentration found to induce interferon and the 
lowest concentration found to induce tumor necrosis factor for each compound. A 
30 indicates that no induction was seen at any of the tested concentrations; generally the 
highest concentration tested was 10 or 30 uM. 
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Cytokine Induction in Human Cells 




Lowest Effective Concentration QiM) 


Interferon 


Tumor Necrosis Factor 


1 
1 


0.12 


Ul 


L 


1.11 


* 


3 


0.12 


3J3 


4 


0.12 


♦ 


5 


0.12 


1.11 


6 


0.12 


* 


7 


1.11 


0J7 


8 


1.11 


10 


9 


• 


* 


10 


1.11 


10 


11 


1.11 


* 


12 


10 


♦ 


13 


1 A 


10 


14 


10 


10 


15 


0.12 


# 


16 


0.01 


0.37 


17 


0.12 


0.37 


18 


0.12 


1.11 


19 


037 




20 




• 


21 


0.12 


* 


22 


0.12 


0.37 


23 


1.11 




24 


0.12 


♦ 


25 


0.12 


* 
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Cytokine Induction in Human Cells 


Example 


Lowest Effective Concentration (uM) 


Number 


Intci i oi un 


TllTTlOT Nf*TTO<li<i Faptfw 


zo 


ft 19 




LI 


ft 17 




28 






29 






30 


333 




31 






32 


10 




33 


♦ 




34 


• 




35 


* 




36 






37 


* 




38 


10 




39 


1.11 




40 


0.12 




41 


1.11 


333 


42 


037 




43 


037 




45 


ft 17 




AA 

*KJ 


0.01 


3.33 


47 


0.12 




48 


0.12 




49 


0.04 




50 


333 




51 


037 




52 


1.11 




53 


1.11 




54 


0.12 
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Cytokine Induction in Human Cells 


Example 

XT 1 

Number 


Lowest Effective Concentration (uM) 


Interferon 


Tumor Necrosis Factor 


83 


037 




84 


0.37 




85 


0.37 


* 


86 


037 




87 


1.11 


o i 


88 


037 


30 


89 


037 


10 


90 


0.12 


10 


91 


037 


10 


92 


333 


333 


93 


0.12 


10 


94 


0.01 


333 


95 


1.11 


0 


96 


0.12 


10 


97 


1.11 


0 


98 


037 


o 


99 


0.37 


t> 


100 


o 


0 


101 


0.04 


10 


102 


037 


0 


103 




10 


104 


0.12 


10 


105 


037 


1.11 


106 


0.37 


c 


108 


0.00017 


0.04 


109 


0.01 


0.37 


110 


333 




111 


3.33 
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Cytokine Induction in Human Cells 


cjuunpie 

UUIUCi 


Lowest tttective Concentration (uM) 


Interferon 


Tumor Necrosis Factor 


111 
HZ 


* 


* 


111 


1.11 


* 


114 


0.12 


0.37 


115 


0.12 


1.11 


116 




* 


117 




• 


118 


0.01 


0.04 


119 


0.01 


0.12 


120 


0.01 


.0.01 


121 


0.01 


0.04 . 


122 


0.01 


0.12 


123 


0.12 


10 


124 


Ul 


10 


125 


0.01 


037 


126 


0.04 


0.04 


127 


0.01 


0.12 


128 


* 




129 


0.01 


0.04 


130 


333 


333 


131 




10 


132 


0.01 


333 


133 


333 


* 


134 


♦ 




135 




*. 


138 


1.11 


• 


139 


* 


* 


140 


* 


* 


141 


0.12 


0.12 
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Cytokine Induction in Human Cells j 


Example 
Number 


Lowest Effective Concentration (uM) 


Interferon 


Tumor Necrosis Factor 


142 


0.04 


0.04 


143 


ui 


3.33 


144 


0.01 


0.04 
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1 . A compound of the formula (I): 




X-O-R! 



CO 

10 

wherein: X is -CHRj-, -CHRralkyl-, or -CHR 3 -aIkexiyl-; 

Ri is selected from the group consisting of: r :■' 
-alkenyl; 
-aryl; and 

15 -R<-aryl; 

R 2 is selected from the group consisting of: 
-hydrogen; 
-aDcyl; 
-alkenyl; 

20 -aryl; 

-heteroaryl; 

-hctetocyclyl; 

-alkyl-Y-aDcyl; 

-aUcyl-Y- alkenyl; 
25 -*Bcyl-Y-aryI; and 

- aDcyi or alkenyl substituted by one or more subsotnents selected 

from the group consisting of. 
-OH; 
-halogen; 
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-N(R 3 >2; 
»CO-N(R3)2; - 
-CO-Gmo alkyl; 
-CO-O-Cmo alkyl; 
5 -N 3 ; 

-aiyl; 

-heteroaiyl; 
-heterocycryl; 
-CO-aryl; and 
10 -CO-hotcroaiyl; 

R4 is alkyl or alkenyl, which may be interrupted by one or more 
-O- groups; 

each Ra is independently H or Cmo alkyl; 
each Y is independently -O- or -S(0)o-r ; 
15 nis0to4; and 

each R present is mdependently selected from the group consisting of Cmo 
alkyl, Cmo alkoxy, hydroxy, halogen and trifluoromethyl; 
or a phannaceuticalry acceptable salt thereof. 

20 

2. A compound or salt of claim 1 wherein Ri is -aflcyl-aryl. 

3. A compound or salt of claim 1 wherein R| is -(CH^r-phenyL 

25 4. A compound or salt of claim 1 wherein Ri is -<OT2)o^r-substituted phenyl 

5. A compound or salt of claim 1 wherein X is -CH(aDcyl)(alkyl)~ wherein the alkyl 
groups can be the same or different 

30 6. A compound or salt of claim 1 whercinX is -CH2-CH2-. 

7. A compound or salt of claim 1 wherein X is -CH^HjXCft)-- 



169 



WO 02/46189 



PCTAJS01/46581 



10 



15 



8. A compound or salt of claim 1 wherein Rj is H. 

9. A compound or salt of claim 1 wherein Rj is alkyL 

10. A compound or salt of claim 1 wherein Ra is -HdkyM>-alkyl 

11. A compound of the formula (U) 
NH 2 

X-0-(CH 2 ),. |(r -c=C— R I0 

R.' " 

(H) 



wherein X is -CHR 3 -, -€HR 3 -aIkyl-, or -CHRj-aflxnyl-; 

Rid is selected from the group consisting of. 
-H; 

-alkyl; 
-alkenyl; and 
-aryl; 

Ra is selected from the group consisting of: 
-hydrogen; 
20 -alkyl; 

-alkenyl; 

-heteroaryl; 
-heterocycryl; 

25 -alkyl-Y-alkyl; 

-alky 1-Y- alkenyl; 
-alkyl-Y-aryl; and 
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-alkyl or alkenyl substituted by one or more substituents selected 
from the group consisting of: 

-OH; 

-halogen; 

-N(R 3 )2; 

-CO-N(R 3 )2; 

-CO-Cmo alkyl; 

-CO-O-Ci-io alkyl; 

-N 3 ; 

-aryl; 

-heteroaryl; 
-heterocycryl; 
-COaryl; and 
-CO-heteroaryl; 

nis0to4; 

each Y is independently -O~or-S{0)oj-; 
each R3 is independently H or Ci-io alkyl; and 

each R present is independently selected from the group consisting of Cmo 
alkyl, Cmo alkoxy, hydroxy, halogen and trifhioromethyU 
or a phannaceutically acceptable salt thereof. 

12. A compound of claim 1 1 wherein R 10 ia aryl. 

13. A compound or salt of claim 1 1 wherein R l0 is ^aJOo^r-fhenyl. 

14. A compound or salt of claim 1 1 wherein R, 0 ia ^CH 2 )o-r^bstituted phenyl. 

15. A compound or salt of claim 1 1 wherein X is -CH(aIkylKalkyI>-, wherein the 
alkyl groups can be the same or different 

16. A compound or salt of claim 1 1 wherein X is -CHr^CHx-. 
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17. A compound or salt of claim 1 1 wherein *X is -CHiCiHsXCHiy-. 

18. A compound or salt of claim 11 wherein R^ is H. 

5 19. A compound or salt of claim 1 1 wherein Ra is alkyL 

20. A compound or salt of claim 1 1 wherein R^ is aJkyl-O-aBcyL 

21. A compound of me formula (HI) 




10. 



wherein; X is -CHR 3 -, -CHR 3 -aflcyl-, or --CHR 3 -*Ikeriyi-; 
Ri is selected from the group consisting of: 
-aryl; 

15 -aDcDnyl; and 

-Rt-aryl; 

Ri is selected from the group consisting of: ■ 
-hydrogen; 
-aftyl; 

20 -alkenyl; 

-aryl; 

-heteroaryl; 
-heterocycryl; 
-aflcyl-Y-alkyl; 
25 -alkyl-Y-aryl; 

-alkyl-Y-alkenyUand 
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- alkyl or alkenyl substituted by one or more substituents selected 
from the group consisting of: 

-OH; 

-halogen; 

-N(R3)i; 
. -CO-N(R3)2; 

-CO-Cmo aDcyl; 

-COO-Cmo alkyl; 

-N 3 ; 

-aryl; 

-heteroaryl; 

-heterocyclyl; 

-CO-aryl; and 

-COheteroaryl; 
R4 is alkyl or alkcnyl, which may bo interrupted by one or more 
-O groups; 

each Rj is mdcpcndetrtly H or Cj.io alkyl; 
each Y is independently -O- or -S(0)o^-; 
n is 0 to 4; and 

each R present is independently selected from the group consisting of Cuo 
alkyl, Ci-10 alkoxy, hydroxy, halogen and trifluoromelhyl; 
or a phannaceuticalry acceptable salt thereof 

A compound or salt of claim 21 wherein R t is -<CH 2 )o-3^ubstituted phenyl. 

A compound or salt of claim 21 wherein Ri is H or alkyL 

A compound or salt of claim 21 wherein R* is -aDcyV-O-aDcyl. 
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25. A compound of the formula (TV): 




(IV) 



wherein: X is -CHR3-, -CHRj-alkyl-, or ^HR 3 niIkenyl-; 

Rio is selected from the group consisting of: 

-alkenyl; and 

R2 is selected from the group consisting of. 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 
-heterocycryl; 
-aflcyl-Y-aflcyl; 
-alkyl-Y-aryl; 
. -aBcyl-Y- alkenyl; and 

- alkyl or alkenyl substituted by one or more substinients selected 
from the group consisting of: 

-OH; 

-halogen; 

-CO-Cmo alkyl; 
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-CO-O-C M0 aIkyl; 

-N 3 ; 

-aiyi; 

-heteroaryl; 

5 -heterocycryl; 

-CO-aryl; and 
-CO-heteroaiyl; 
each R3 is independently H or Cmo alkyl; 
each Y is independently -O- or - S(0)<«-; 
10 n is 0 to 4; and 

each R present is independently selected from the group consisting of Cho * 
alkyl Ci-10 aflcoxy, hydroxy, halogen and trifluoromcthyU 
or a phannaccutically acceptable salt thereof. 

1 5 26. A pharmaceutical composition comprising a therapeutically effective amount of a 
compound or salt of claim 1 and a phannaccutically acceptable carrier. 

27. A pharmaceutical composition comprising a therapeutically effective amount of a 
compound or salt of claim 1 1 and a pharrnaceuticalry acceptable carrier. 

20 

28 . A pharmaceutical composition comprising a therapeutically effective amount of a 
compound or salt of claim 21 and a pharmaceutically acceptable carrier. 

29. A method of mducing cytokine biosynthesis in an animal comprising adrninistering 
25 a therapeutically effective amount of a compound or salt of claim 1 to the animal. 



30. The method of claim 29 wherein the cytokine is IFN-o. 

31. A method of mdncing cytokine biosynthesis in an animal comprising administering 
30 a therapeutically effective amount of a compound or salt of claim 1 1 to the animal. 

32. The method of claim 31 wherein the cytokine is IFN-o. 
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33. A method of treating a viral disease in an animal comprising administering a 
therapeutically effective amount of a compound or salt of claim 1 to the animal. 

5 34. A method of treating a neoplastic disease in an animal comprising administering a 
merapeutically effective amount of a compound or salt of claim 1 to the animal 

35. A method of treating a viral disease in an animal comprising administering a 
therapeutically effective amount of a compound or salt of claim 1 1 to the animaL 

10 

36. A method of treating a neoplastic disease in an animal comprising administering a 
therapeutically effective amount of a compound or salt of claim 1 1 to the animal. 

37. A method of inducing cytokine biosynthesis in an antmfll comprising administering 
1 5 a therapufa'cally effective amount of a compound or salt of claim 21 to the animal. 

38. The method of claim 37 wherein the cytokine is IFN-cl 

39. A method of treating a viral disease m an animal comprising a HnrmiM tirririg a 
20 therapeutically effective amount of a compound or salt of claim 2 1 to the animal. 

40. A method of treating a neoplastic disease in an *nrm»1 comprising administering a 
merapeutically effective amount of a compound or salt of claim 21 to the animaL 

25 41 . A compound of the formula (V): 
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wherein X is -CHR 3 -, -CHRraDcyl-, or -€HR 3 -alkenyl-; 
Ri is selected from the group consisting of: 
-aryl; 
-alkenyl; 

5 -Rr-aryU and 

-(CHzh^nrC^C-Rio; 
Ri is selected from the group consisting of: 
-hydrogen; 
-alkyl; 

10 -aikcnyl; 

• -aryl; 

-heteroaryl; 

-heterocycryl; 

-alkyl-Y-alkyl; 
15 -aBcyl-Y-afeenyl; 

-alkyl-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituettts selected 
from the group consisting of: 
-OH; 

20 -halogen; 

-N(R3)2; 

-CO-NCR^; 

-CO-Cho alkyl; 

-CO-O-Cmo alkyl; 
25 -N 3 ; 

-aryl; 

-heteroaryl; 
-heterocycryl; 
-CO-aryl; and 
30 -CO-hctcroaryl; 

R4 is alkyl or alkenyl, which may be interrupted by one or more 
-O— groups; 
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each R3 is independently H or C M0 alkyl; 

Rio is selected from the group consisting of H, alkyl, alkenyl and aryl; 
each Y is independently -O- or -S(0)o. 2 -; 
n is 0 to 4; and 

each R present is independently selected from the group consisting of Cj. 
alkyl, C M0 aDcoxy, hydroxy, halogen and trifluoromethyl; 
or a pharmaceutically acceptable salt thereof 

42. A compound of the formula (VI): 




(VI) 



wherein X is -CHR3-, -CHRraflcyl-, or -CHR 3 -aIkenyl-; 

Rt is selected from the group consisting of: 
-aryl; 
-alkenyl; 
-Rt-aryl; and 

Ra is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
1 -aryl; 

-heteroaryi; 

-hcterocycryl; 

-alkyl-Y-alkyl; 
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-alkyl-Y- alkeiryl; 
-alkyl-Y-aryl; and 

- aDcyl or alkenyl substituted by one or more substituents selected 
from the group consisting of: 
5 -OH; 

-halogen; 

-CO-N^),; 
-CO-€i-k> alkyl; 
10 -CO-O-Cmo alkyl; 

■N 3 ; 
-aryl; 

-heteroaryl; 
-heterocycryl; 

15 <:0-aryl;and 

-CO-heteroaryl; 

R4 is alky! or alkenyl, which may be interrupted by one or more 
-O- groups; 

each R3 is independently H or Cmo aDcyl; 
20 Rio is selected from the group consisting of H, aDcyl, alkenyl and aryl; 

each Y is independently -O- or -S(0)o-2-; 
n is 0 to 4; and 

each R present is independently selected from the group consisting of C mo 
alkyl, Cmo aDcoxy, hydroxy, halogen and trifluoromethyl; 
25 or a pharmaceutically acceptable salt thereof. 
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43. A compound of me formula (VII): 



O 




X-O-R, 



(VII) 



wherein: X is -CHR3-, -€HR 3 -alkyl-, or-CHR 3 -a!kenyI-; 



-aryl; 

-alkenyl; 

-Rr-aryl; and 

-(CHJur-OC-Rw; ,. 
R4 is alkyl or alkenyl, which may be interrupted by one or more 
-O- groups; 

each R3 is independently H or C^o alkyl; 

Ru is selected from the group consisting of H, alkyl, alkenyl and aryl; 
n is 0 to 4; and 

each R present is independently selected from the group consisting of C\. 
alkyl, Ci-10 aOcoxy, hydroxy, halogen and trifmoromcthyl; 
or a pharmaceutically acceptable salt thereof. 




44. A compound of the formula (VIH): 




N— (COOR 7 )2 



N 




X-O-Ri 



(vm) 
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wherein: X is -€HR r> -CHR3-alkyl-, or -CHRj-alkenyl-; 
Ri is selected from the group consisting of: 
-aryl; 

5 -alkenyl; 

-R^-aryl; and 

-{CHOMo-C^I-Rto; 
R 2 is selected from the group consisting of. 

-hydrogen; 
10 -alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
-heterocycryl: 

15 • ' -alkyl-Y-alkyl; 

-aflcyl-Y- alkenyl; 
-alkyl- Y-aryl; and 

- alkyl or alkenyl substituted by one ox more substituents selected 
from the group consisting of: 
20 -OH; 

-halogen; 

-N(R3V, 

-CO-C M0 alkyl; 
25 -CO-0-Ci.io alkyl; 

-aryl; 

-heteroaryl; 
-heterocycryl; 

30 -CO-aryl; and 

-CO-heteroaryl; 
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R4 is aflcyl or alkenyl, which maybe interrupted by one or more 
-O- groups; 

each Rj is independently H or Cuo aflcyl; 

Rio is selected from the group consisting of H, alkyl, alkenyl and aryl; 

each Y is independently -O- or-S(0)o-i-; 

nis0to4; 

each R present is mdependentry selected from the group consisting of C M 

aflcyl, Cuo alkoxy, hydroxy, halogen and trifluoromcthyl; and 

R7 is terf-butyl or benzyl; 

or a pharmaceutically acceptable salt thereof. 

45. A compound of the formula (EX) 




(DC) 

wherein: X is -CHR3-, -CHRraHcyl-, or -CHR 3 -alkenyl-; 
Ri is selected from the group consisting of: 

-aryl; 

-alkenyl; 

-R*-aryl; and 

-{CH 2 ) M(r -(>CH; 
Ra is selected from the group consisting of: 

-hydrogen; 

-aDcyl; 

-alkenyl; 

-aryl; 
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-heteroaryl; 
-heterocyclyl; 
-alkyl-Y-aBcyl; 
Hilkyl-Y- alkenyl; 
-alkyl-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected 
from the group consisting of. 

-OH; 

-halogen; 

-CON(Ra)i; 
-COCno aDcyl; 
-CO-O-Cmo alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocycryU 
-CO-aryl; and 
<:(>heteroaryl; 



R4 is alkyl or alkenyl, which may be interrupted by one or more 
-O- groups; 

each R3 is independently H or C1-10 alkyl; * 
each Y is independently -O- or-S(0)o-2-; 
n is 0 to 4; and 

each R present is mdependentiy selected ftran the group consisting of C M i 
alkyl, Cmo alkoxy, hydroxy, halogen and trifmoromethyl; 
or a phairnaceutically acceptable salt thereoL 
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